1.  HME HA JEKAPCTBEHHMS TPOAYKT AIR L QIR
Jlakcansio 110 mg TBBPAM Kancyu 65 AND 07 -05- 205

Daxanlo 110 mg hard capsules

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TBbp/aa kancyna cbabpka |10 mg naburarpan erekcunar (dabigatran etexilate) karo
naburarpaH eTekcunar me3unar (as dabigatran etexilate mesilate).

3a MbJIHUA CMTUCHK HA MOMOLLHUTE BELIECTBA BUXKTE TOYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

T'Bbpaa kancyna (kancyJia)

KanauyeTo Ha Karcysiara € CHHbO, TAJI0TO Ha KarcyJiata € CHHbO C Ha/UThXXHO OTIeYaTaH YepeH 3HaK
| 10. Kancy/1HOTO CbABPKHUMO € KBITCHUKABOOEIH 10 CBETIOXKDBATH nesneTd. Pasmep Ha kancynara: |,
Ib/DKMHA NpUOM3uTENHO 19 mm.

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

[IbpBHYHA NpeBeHLMSA HA BEHO3HH TpomMOoeMOoaIuYHHU cbOUTHS (BTEC) npu Bb3pacTHH nauueHTH,
[10IJI0KEHH Ha IMJIAHOBO LISUIOCTHO MPOTE3UMpaHe Ha Ta300eapeHa CTaBa WilK USJIOCTHO NMPOTe3MpaHe Ha
KOJISHHA CTaBa.

[IpeBeHLIMS HA MO3bUYEH HHCYIT U CHCTEMEH eMOOJIM3BM TPH Bb3PACTHU MALMEHTH C HEKJIAIHO
npeacbpaHo muxkaeHe (HKIIM) ¢ eanH uaum noBeye puckoBH (pakTOpH, KaTo NpEeALIECTBALL MO3bYEH
MHCYAT WM npexoaHa ucxemuyHa araka (ITHA); Bb3pacT 275 roauHu; cbp/ie4uHa HeAOCTaTbYHOCT

(knac no NYHA >I1); 3axapeH amader; XunepToHus.

Jleuenue Ha nbaOoOka BeHO3HA TpomOo3a (/IBT) u 6enoapoden em601mu3bm (BE), KakTO M npeBeHUUs
Ha peunanBu Ha JIBT u BE npu Bb3pacTHU NaumeHTH.

Jleuenue Ha BTEC u npeseHuus Ha peunausupaiiy BTEC npu neamaTpuyHu NnauMEHTH OT paXkaHEeTo
no noa l8-roauiHa Bb3pacr.

3a cboOpa3eHH ¢ Bb3pacTTa 1030BH (POpMH BHXKTE TOUKA 4.2.

4.2 J03MpoBKA H HAYHH HA NPHJIOKEHHE

o3nupoBka

JlakcaHyio Kancyiad Moxe J1a Ce€ M3I0J13Ba Npy Bb3PacTHH M ME€HAaTPUYHHU NALMEHTH HA 8-roaMILIHA
Bb3PACT WJIM MO-FOJE€MH, KOUTO ca CrOCOOHH Aa NOrabLIaT KarncyJIMTe UellH. C‘I:ULE!CTW ﬂp‘ﬁ&-h

CcbOoOpa3eHH ¢ Bb3pacTTa 1030BH (DOPMH 3a JIeYeHHe Ha Jeua noa 8- roamiuHa Bmp T, o Ko -\R
*5-,, e —— D

nosara. Jlo3ara, nocoyeHa B TadiauuaTa 3a J03MpaHe 3a CbOTBETHATA nemapcmdﬂalboﬁmm mﬁﬁﬂﬁ ﬂa ’ |
ce NnpeanucBa Bb3 OCHOBA HA TEJIECHOTO TEIJIO U Bb3pacTTa Ha AETETO. \\ \ 7 -~ ﬂ



ITypeuuna npegeHyuA Ha BTEC npu opmonedusna Xupypzus

[lpenopbvurrenHuTe 0031 nabUraTpaH eTeKCHIAT M MPOALIKUTENHOCTTA HA TEPAINUATA 33 MbPBUYHA
npeseHuus Ha BTEC npu opTtoneauyuHa Xupyprus ca noka3aHu B Tabavua 1.

Ta6auna 1: [IpenopbkH 3a J03HPOBKATA H NPOALIKHTETHOCT HA TEPANHATA 32 MbPBUYHA
npesennua Ha BTEC npu opToneanyuna xupypras

Hauano na nedenuerollopanpxkama [[IpoAb/oKHTENHOCT
B ICHH HA ino3a, HA APUIOKEHHETO
jonepanHATa, NPHACKEHHETO |[HA NOAABPKALIATA
1-4 gaca cJen HA KONTO imo3a
BapbLpIIBaAHE HA BANOYBA B
lonepanuATa NbLPBUSA J€H
icJaen
ONEPALIHATA
[TaumeHTH cnen r1aHoBo 220 mg 10 nHu
NPOTE3UPAHE Ha KO/JISHHA CTaBa \naburarpan
JIHA KarcyJia oT ©TEKCHNAT,
[TauuenTH ciiel IUiaHOBO
110 mg naburarpan  |BeaHDBK JHEBHO,
NpoTe3HpaHe Ha Ta30beapeHa cTaBa
eTeKcHIaT NPHETH NoA
(28-35 nuwu
kbopmara Ha 2
KancyJsu ot
110 mg
pozgma
[launeHnTu ¢ ymepeHo 6u6peuHo 150 mg
BpeXaaHe {KPEATUHHHOB KJTHPBHC \lnaburarpan 10 aHu (nporesupaxe
CrCL) 30-50 m!/min) eTeKCHNaT Ha KOJIAHHA CTaBa)
JHa KancyJja ot 75 mg BeAHDHK AHEBHO, MU 28-35 aHu
TTaLMEeHTH, KOMTO NONy4YaBaT
. maburaTpaH eTeKCHIaT [[IPHeTH 1NoJ npoTre3dpaHe Ha
CBIBTCTBALLO BEpanaMHi™,
kbopmara Ha 2 azobenpeHa crapa)
AMHOAAPOH, XHHUIHH
KancysjH oT 75 mg
[TaupenTn Ha WAM HaR 75-roguuiHa
Bb3pacT

*Ipy nauueHTH ¢ yMepeHo 6u0peuno yBpexkaaHe Ha ChITBTCTBALLO JICYEHHE C BEpanaMui, BUXKTE
CneuxanHy NOMynaLUHH.

U npu asata BUIa NpOTE3MPAHE, aKO HE € OCHIYPEHA XEMOCTA3a, HAYAJIOTO Ha JieueHHeTo Tpabea oa
Obae 0TNOXKEHO. AKO IEYEHHETO HE € 3aMoUHaTOo B AE€HA Ha ONnepauuaTa, To TpaOBa aa 3anoyHe ¢ 2

KAncCyJin BCOAHBAK JHCBHO.

QOuenka na bvbpeunama QyHKYUR nPpeodu U RO 6pemMe HA 1eYEHUeMO ¢ 0abuzampan emexcuiam

[Ipn BcUukY MauHeHTH U OCOOEHO B CTapuecKa Bb3pacT (>75 roaMun), Tbit kato 61B0peUHOTO

YBpEXKIaHE MOXKE [a € YECTO CPELUAH0 B Ta3W Bb3pacToBa rpyna:

- [1peau 3anouBaHe Ha neveHue ¢ gaburaTpaH erekcuiar OnOpeuHaTa GyHKUUSR
OLleHEHa Ype3 U34YUCIABaHe Ha KpeaTHHHHOBHA KupbHC (CrCL), 3a na ce u3
Texkko 6b0peuno yepexxaane (T.e. CrCL <30 ml/min) (Bx. Toukn 4.3, 4.4 u

- brOpeunara gpyHkums Tpabea na 6bae OLCHEHA ChIUO H NPH CBMHEHHA 32
ObOpeuHaTa QyHKUHA NO BpEME HA JIEUEHHUETO {HANp. XHNOBONEMHS, AEXK
CBHITBTCTBALLA YIOTPeda HA HAKOH IEKAPCTBEHH NMPOAYKTH).




MeTtoasT, KOHTO TpAOBa Na ce U3no3ea 3a oueHka Ha OvOpeunara dpyukuna (CrCL B ml/min), e
meroabT Ha Cockcroft-Gault.

IIponycruama oo3a

[TpenopbuBa ce [a ce NPOABLIKM C OCTAHAIHTE €XKEAHEBHHA 1031 JabMraTpaH eTekCHnaT no chloTo
BpeMe Ha clleBall{s A€H.

He TpsabBa na ce npuema ABOHHA 1034, 3a Aa €€ KOMNEHCHPAT NPOMYCHATHTE HHIHBUAYAIHH QO3H.

Ilpexpamasane na npuema Ha oabuzampar emexcuiam

JleueHnero ¢ paburaTpaH erekcunar He TpAOBa Aa ce NpeKbCBa 63 nekapcky cuBeT. [launeHTuTe
TpAOBa 4a 6bIaT MHCTPYKTHPAHH [1a C€ CBBPAKAT C JIEKYBALUUA NIEKAp, aKO Pa3BHAT CTOMALLHO-YPEBHH
CUMITTOMH, KaTo auvcnencus (Bx. Touka 4.8).

IIpomsina na revernuemo

[IpemuHaBaHe OT NieycHUE ¢ JabMraTpaH €TEKCUNAT KbM nNapeHTepaneH aHTukoarynanr; [Ipenopbusa
ce U34aKBaHe oT 24 yaca cjel nocjieaHara go3a npead npeMuHapaHe oT aaburaTpaH eTeKCcHIaT KbM
NapeHTEpaiCH aHTHKOAryaHT {BXK. To4ka 4.5).

[IpemuHaBaHe OT NeYEHUE C NapeHTepaieH aHTUKOaryJaHT KbM Jab1raTpaH eTekcunar:
[TapeHTEepanHUAT aHTUKOAryJaHT TPAOBA a ce NPeKbLCHE U Aa ce 3anoyHe aaburartpax erekcunar 1-2
Yyaca nNpeay 4aca, HasHa4yeH 3a NPUEMAaHEeTO Ha cJieBallaTa 4034 OT ATEPHATUBHOTO JIEKAPCTBEHO
CPEACTBO, WK NpH NPEKPATABaHE HA J1EYEHHUETO, B C/TyUait Ha HENPEKLCHATO NeueHre (Hanp.
HedpakUHOHUpaH HHTpaBeHO3¢eH xenapusd (HOHU X)) (Bx. Touka 4.3).

Cneyuarnu nonyiayuu

bvbpeuno yepexcoane

JleueHueTo ¢ nabHraTpaH €eTeKCHNaT NPH NaLMeHTH ¢ Texko OuOpeuno yepexxaane (CrCL <30 ml/min)
e NMPOTUBONOKa3aHo (BX. Touka 4.3).

[1py naumeHTH ¢ ymepeHo 6b0peuno yepexaade (CrCL 30-50 ml/min) ce npenopbusa HamansBaHe Ha
po3ara (Bx. Tabnuua |1 no-rope v Touku 4.4 u 5.1).

Cwvnvmcemeawa ynompeba Ha oabuzampan emexcuiam u crabu 00 ymeperu unxubumopu na P-
zaukonpomeuna (P-gp), nanp. amMuooapon, XuHuOuH wiu eepanamuii

Ho3ara TpabBa na Obae HaManeHa, KakTo € mocoueHo B Tabnuua 1 (Bxk. cbito Touku 4.4 u 4.5). B To3u
ciyuan, naburartpaH €TeKCUJIAT H T€3M JIEKAPCTBEHH NPOoAYKTH TpaORa aa 6baaT npHeMaHu no €JHo U

CbLLO BpEME.

[1pu naureHTu ¢ yMepeHo Ou0peyHo yBpexaaHe H ChITbTCTBALIO AEKYBAHU C BepanaMil, 403aTa Ha
AabGurarTpaH eTekcuwiar TpAdBa Aa ce HaManu A0 75 mg gHEBHO (BK. TOUKH 4.4 1 4.5).

Cmapuecxa ev3pacm

[lpr naupeHTn B CTapuyecka Bb3pacT >75 roaHHH ce NpenopbuBa HamalnaBaHe Ha 10
1 no-rope v Toukn 4.4 1 5.1).

Terecno meeno




Mma MHOro orpaHdueH KIIHHHYEH ONUT ¢ (PENOPbYUTEIHATA J03HPOBKA MPH MALIWEHTH C TENECHO
Terno <50 kg v >110 kg. Karo ce umart npeasun HANHYHUTE KTHHUYHH U KHHETHYHU JaHHH,

KOPEKLIMA HA [103aTa HE € HeoOXoauMa (BXK. TOUKa 5.2), HO ce MpenopbYBA BHUMATENHO KITHHHUYHO

HaOnoaeHue (BXK. Touka 4.4).

IHon

He ce Hanara xopvrupaHe Ha go3ara (BxX. Touka 5.2).

ITeouampuvuna nonyaayun

Hama cvorseTHa ynorpeba Ha gaburatpaH eTekcHIaT B NEAWATpUUHATa NOMYJIaLMA 33 NOKa3aHUETO
nbpBUuHa npeBeHUNA Ha BTEC npy nauMeHTH, koMTO ca OWnKi NOAN0KEHH HA MTAHOBO LIAIOCTHO
npoTe3upaHe Ha Ta300epeHa CTaBa WK LATOCTHO NPOTE3WPaHE Ha KOJISHHA CTaBa.

IlpesenyUR HA MOTOUCH UHCYIM U cucmeMer emboauvm npu evipacmuu nayuenmu ¢ HKIIM ¢
eOur uiu nogeye puckoeu paxmopu (ITHIIM)

Hevwenue na JIBT u BE, kaxmo u npeeenuun na peuuoueu na JIBT u BE npu evipacmnu

nauueumu (IBT/bE)

[lpenopbunTensure n034 naburarpa erekcunar npu nokasauusra [HAIIM, BT u BE ca nokasauu 8

Tabnuua 2.

Tabnuna 2: llpenopuky 3a pozuposkara npu ITMIIM, BT u BE

IIpenopuKka 3a 103HPOBKATA

[IpeBeHLUA HA MO3BYEH HHCYIT K CHCTEMEH
eMO0IM3bM NPH BB3PACTHH NTALUMEHTH C
HKIIM ¢ eaHH Wiy noBede puckoBH $akTopH
TTUTIM)

300 mg naburaTpaH erekcunar, NpUeMaHy KaTo €/1Ha
karicyna ot 150 mg a8a nbTH AHEBHO

nauveHTH (IBT/BE)

Uleuenne Ha JIBT u BE, kakTo n npeseHuusa na 300 mg naburarpaH erekcunar, NpUeMaHu KaTo €1Ha
peunauBu Ha JBT u BE npu BB3pacTHW kancyna ot 150 mg aBa mbTH AHEBHO, CNE NEUYEHHE C

MapeHTEepalIEH aHTHKOAryJjaaHT B NPOIb/DKEHUE Ha HaH-
MAIKO 5 JHH.

penopryea ce HAMAIAGINE HaA 003amd

IfarmeHTH Ha Bb3pacT >80 ronuHH

JHeBHa go3a 220 mg naburaTpaH erekcuiat, npuemaHa

[TaunueHTH, KOUTO MPHEMAT CHITbTCTBALLO
BEpanaMm

KaTo eJHa Kancyna ot |1 10 mg ABa NbTH AHEBHO

Jpabeq 0g ce 06CeOU HAMARACAHE HA
Qoiama

[TaumneHnT Ha BB3IpacT Mexay 75-80 roauHu

[TaLeHT ¢ ymMepeHo 6b0peuHo yBpekaaHe
(CrCL 30-50 ml/min)

Tpabea aa ce usdbepe nHesHa nosza 300

TTaliMeHTn ¢ racTpuT, €30¢arut uim
racTpoe3sodareaneH pedayke

naburartpaH erexcunar, 6a3upyk /
HHAMBUAYANHATA OLEHKA Ha TPOMOG /
H PHCKa OT KbpBE eq
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JIpyry naunMeHTH ¢ NOBUILLEH PUCK OT
KbpBeHe

3a JIBT/BE npenopbkarta 3a npunarade Ha 220 mg naburarpad eTekcunar, npueMaHH KaTo e1Ha
kancyna ot 110 mg ABa NbTH AHEBHO, CE€ OCHOBABA HA PAPMAKOKMHETHYHH U PapMaKOAHHAMUYHH
aHATM3H M HE € MPOYYBaHa B KIKHHYHH yCaoBUA. BibkTe no-aony v touku 4.4, 4.5, 5.1 u 5.2

B ciyuait Ha HENOHOCMMOCT KbM ZaburartpaH eTekCWIaT nauueHTUTe TpAdBa aa 6baaT WHCTPYKTHPAHH
Aa ce KOHCYNTHPAT BeAHara ¢ NeKyBalya CH Niekap, 3a 4a Obae NpeanprueTo NPUEMIHBO aNTEPHATHBHO
NeyeHue 3a MPEBEHLMS HA MO3ZBYEH MHCYIIT U CUCTEMEH €MOOIH3BM, aCOLMUPAaHH € NPEACHPIHO
mbxkacHe, win 3a JIBT/BE.

Quenxa na bvdpeunama GyHkyua npedu u O epeme HAa 1eYeHUemo ¢ oabuzampan emexcunam

[Ipy BCHukH NaLMEHTH H 0CODEHO B CTAPYECKa Bb3paCT (>75 roaguHu), Thid KaTo 6BOpEUHOTO

YBpEXAaHe MOKe [1a € YECTO CpelllaHo B Ta3H Bb3pacToBa Ipyna:

- [lpeau zanoueaHe Ha neveHue ¢ JaburarpaH eTekcuaar ObOpeyHaTa pyHkuKA TpadBa aa 6bae
OLIEHEHA YPE3 U3UMCIABAHE HA KpeaTHHHHOBUA KnMpbHC (CrCL), 332 1a ce H3KNoYaT NaLUMEHTH C
Texko ObOpeuHo yepexaane (T.e. CrCL <30 mli/min) (Bxx. Touku 4.3,4.4 u 5.2).

-~ buOpeunara dyHkuuns Tpadsa ga 6Hbae oueHEHa CbLUO H MPH CbMHEHMA 3a BJIOLIABAHE Ha
O0bOpeuHaTa PyHKLMA NO BpeME HA JICUCHUETO (HAaMp. XUIMOBONEMHUA, eXUAPATALHA, H NPU
CBOBTCTBALLA YNOTPeOa HA HAKOM JICKAPCTBEHH NPOAYKTH).

JIONbAHKTETHY W3UCKBAHHS NPH NALHEHTH C JIEKO 0 yMepeHo 6B0peuHo yBpexKaaHe U NpH MauHeHTH

Ha Bb3pacT HAA 75 rOAWHH:

- [1o Bpeme Ha nedenue ¢ gaburarpad erekcwiat 6vOpeunara GpyHkuua Tpadea aa O6vae
OLICHABAHA HAW-MAJIKO €MH [TbT rOAKILHO HIH [10-Y4ECTO, NPH HEOOXOAUMOCT, B ONpeaesieHH
KJTMHHUYHHA CHTYaUHH, KOraTo HMa CbMHEHHA, Ye 6p0peuHaTa QyHKLUMA MOXKE 13 CE€ MOHHIKH WIIH
11a ce BJIOWH (HAMp. XMNOBOJIEMHSA, AEXHAPATALHSA, KAKTO M NPH CHITBTCTRALLA YrnoTpeba Ha
HAKOM JIEKAPCTBEHH NPOAYKTH).

MeToasbT, koiTo Tpabsa na ¢e u3non3ea 3a oueHka Ha ObOpeyHara ¢pyHkuus (CrCL 8 ml/min), e
MeToabT Ha Cockeroft-Gault.

[Ipodvaocumennocm na ynompeba

[IpoawkurenHocTTa Ha ynorpebara Ha naburatpan erekcunar npu nokasanudra [THIIM, JIBT uBE e
nokasaHa s Tabnuua 3

Tabanua 3: [Ipoaw/oxarteanoct ua ynorpeba npu ITHIIM » IBT/BE

INoxkazauue [[IpoasmxuTennocT Ha ynorpeba

[THAIIM UleycHueTo TpabBa Aa € ALArOCPOUHO.

JIBT/BE [ IpOABIKUTETHOCTTA Ha JIeYEHUETO TPAOBa J1a ce onpeaens HHAWBHUAYATHO cnel
BHMMATE/IHA OLCHKA Ha NO3aTa OT JEHEHUETO CNPAMO PHUCKA OT KbpBEHE (BXK. TOUYKA
4.4).

KpaTKocpouHo NieueHye (Ha-Manko 3 Meceua) TpaOBa 1a ce NpoBexaa NpH HaTH4He

uavonaruyHa JIBT vnu bE.

llponycrama 0o3a




[IponycHara fo3a naburarpaH €TeKCHNaT MOXe Aa ¢e€ nNpHeme o 6 4aca npeaM cieasaulara
npeanucana ao3a. [lpy no-manko ot 6 yaca A0 BpeMeTO Ha ciieaBaluys [IPpHUeM, MPOIMyCcHATATa A03a HE
TpabBa Na ce npuema.

He Tpa0Ba na ce npuema ApoiiHa 1032, 3a Ja ¢¢ KOMIMEHCHPAT NPONYCHATHTE HHANBUAYAHHU J03H.

IIpexpamaeane Ha npuema na oabuzampan emexcuiam

JleuenneTo ¢ paburaTpaH erekcunar He TpadBa ga ce npekbesa 0e3 nekapceku cuBer. [launenTuTe
TpsabBa aa ObAAT HHCTPYKTUPAHH [a C€ CBbPXKAT C JICKYBALLUA N€KAp, aKO pa3BUAT CTOMALLHO-4PEBHH
CUMIITOMH, KaTo ANcnencusa (Bx. Touka 4.8).

[Ipomana Ha revenuemo

[lpeMHHaBaHe OT A€4€HHE ¢ naburaTpaH €TEKCHAAT KbM NapEHTEpaJeH aHTHKOAIYJIAHT:
[penopbuBa ce M34akBaHe OoT |2 yaca cnex nocAeAHATa 103a NPEAX NPpeMUHAaBaHe oT faburarpaH
€TEKCHJIAT KbM NapeHTEPANCH aHTUKOArynaHT (BX. Touka 4.5).

[IpeMHHaBaHE OT JICHEHHE C MAapeHTepaleH aHTHKOAryJ1aHT KbM JaburarpaH eTeKcHaT:
[TapeHTepanHuaT aHTHKOArynauT TpsdBa aa ce npekbCeHe M Aa ce 3anouHe gadburarpax erexcunar (-2
yaca npeay 4aca, Ha3Ha4YEH 3a NMPUEMAHETO Ha CNEABALIATA 103a OT AITEPHATHBHOTO JIEKAPCTBEHO
CPEACTBO, WK NpH NMPEKPATABAHE HA JICUCHHUETO, B CAYH4AH HA HEMPEKBLCHATO JieueHHe (Hanp.
HedpakLuUoHUpaH HHTpaBeHO3eH XxenapuH (HOHX) (Bx. Touka 4.5).

[IpeMHHaBaHe OT NieHeHHe ¢ naburaTpad ereKCHIaT KbM aHTAroHUcT Ha suTamun K (ABK):

MowmenTsT Ha 3anovBaHe Ha ABK rpabsa na ce kopurupa cnpamo CrCL kakTo cnenga:

- CrCL 250 ml/min, npuembr Ha ABK TpabBa aa 3anovHe 3 AHU npean NpeKbCBAHETO Ha
naburarpaH eTekcunar

- CrCL >30-<50 ml/min, npuemsbT Ha ABK Tpabea ga 3anouHe 2 gHH npean NpekbLCBAHETO Ha
naburaTpaH eTekcunar

Toi kaTo naburaTpaH eTeKCUIAT MOXKE Aa MoBJIuAe Ha MexayHapoIHOTO HOPMATH3UPAHO
c¢voTHoLeHHe (INR), INR we otpasn no-aobpe edexra na ABK easa cnea cnupaHeTo Ha aaburarpaH
€TEKCHIIAT 3a Hal-Maiko 2 auy. Jotoraera, INR cTtofHocTHTEe TpaOBa N2 ce THIKYBAT ¢ BHHMaHUE.

[TIpemunapane ot neueHue ¢ ABK kbM aaburatpaH erekcunar:
[TpuembT Ha ABK Tpsadea na ce npeycranosu. JaburarpaH eTrekcunaTt MoKe [1a ce Mpunara BeaHara
utoM INR e <2,0.

Kapouogepzuo (ITHIT

[TauneHTUTE MOraT a MPOABIKAT NMPUEMA HA JAOUraTpaH ETEKCHUIAT MO BPEME HA KapAHOBEP3HO.

Kamemvpra abaayus va npedcvporno mvicoene (ITHIIM)

JlunceaTt JaHHH 3a JIEYEHUETO C ,[l&'ﬁHl‘ﬂTPaH erekcunar 110 mg aAsa IrbTH JHEBHO.

[Tepxymanna xoponaprna unmepsenyus (IIKH) cve cmenmupane (ITHIIM)

[TauyenTH ¢ HexIanHo NPeaACHpAHO MbXKAEHE, KOMTO ca noanoxkeHH Ha [1IKH cbe cTe
Na ObRaT NeKyBaHH ¢ AaduraTpaH eTekcunar B KoMOMHaLus ¢ TPOMOOLIMTHH aHTHA
KaTO C€ NOCTUIHE XEMOCTa3a (BXK. Touka 3.1).

Cneyuannu nonvaayuu




Cmapuecka ev3pacm
3a npoMeHH B J03aTa NpY Ta3W NonynauMsa Bwxre Tabnuua 2 no-rope.
Hlayuenmu ¢ puck om KupeeHe

[TauueHTY ¢ NOBULIEH PHCK OT KbpBeHe (BXK. Touku 4.4, 4.5, 5.1 n 5.2) Tpabea na Onaar cTporo
KNHHHYHO MOHMTOPHUPAHH (CJieNEHE 3a NPH3HAaLHM HA KbpBEHe H aHeMHnd). KopurupaHe Ha noszara
TpsaOBRa ga Obae peleHo Mo YCMOTPEHHE Ha JIEKYBALLMA JIEKAP, ¢Jie] OLEHKA HA ChOTHOLUEHHETO
Non3a/prUcK 3a KOHKPETHHUA nauueHT (B:K. Tabnuua 2 no-rope). KoarynaunoHeH tect (Bx. Touka 4.4)
MOKE 112 MOMOTHE 32 UASHTU(PHUMpaHe HA NMAUMEHTUTE C NOBHIUEH PHCK OT KbPBEHE, MPHYHHEH OT
NPEKOMEPHA €KCNO3HLKMA Ha aaburarpaH. Korato ce yCTaHOBH NPEKOMeEpHa €KCNO3HLUs Ha
naburarpaH, MpH NALMEHTH C BUCOK PHCK OT KbpBEHE, CE NPEnopbYBa NpHIaraHe Ha HamajieHa 103a
220 mg, npueMaHa kato eaHa kancyna |10 mg nea n»ty AHeBHO. [Ipy nosBa Ha KIIKHUYHO 3HAYUMO
KbpBEHE JleueHHeTo TpAbBa 1a ce npeKbCHeE.

[Topaau NoOBUILIEHUS PHCK OT CTOMALLIHO-YPEBHO KbPBEHE MPHU MALMEHTH ¢ FACTPHT, €300aruT Hiu
racTpoe3odardaneH pediyKc MOXe Aa ce 0OMHUCIIH HamasBaHe Ha ao3ara (BK. Tadnauua 2 no-rope u
Touka 4.4).

bvbpeuno yspecoane

JleuenneTo ¢ paburaTpaH eTekCuiaT Npy NaLeHTH ¢ TeXKo ObOpeuHo yBpexnare (CrCL <30 ml/min)
e MpOTHBONMOKAa3aHO (BX. Touka 4.3).

He e HeoOxoauMo KOpHrHpaHe Ha A03aTa NpH NauKdeHTH ¢ Jeko OubpeuHo yspexaane (CrCL 50-
<80 ml/min). [1py nauneHTU ¢ ymepeHa 6u0peyna HeaocTatbuHOCT (CrCL 30-50 ml/min),
npenoprurTe/iHaTa n1o3a aaburarpan etekcunar e cbino 300 mg, nprwemanu karo | kancyna 150 mg
ABa ITbTH AHEBHO. BbNpeku ToBa, NPpH NaliMEHTH C BUCOK PUCK OT KbpBeHe TpabBa aa ce oOMHCIH
HamaliasaHe Ha fo3ara aaburaTpaH erekcuiar no 220 mg, npyemaHu kato eana kancyna 110 mg aea
MbTH OHEBHO (BA#K. TOUKH 4.4 1 5.2). BHumaTenHo KIHHHYHO HabA0deHHE Ce NpenopbyYBa NMpH
nauueHTH ¢ 6p6peuHo yBpexxaaHe.

Cvnwvmemeawa ynompeba na oabucampan emexcwiam u ¢.1abu 0o ymepenu unxubumopu na P-
eauxonpomeuna (P-gp), nanp. aMuoo0apon, Xunuour Wik eepanamMut

He e HeobxoaUMO KOpHIrHpaHe Ha 103aTa NPH ChITLTCTBALO NMPUNOKEHHE ¢ aMHOIAPOH MW XWHHWAWH
(Bx. TOukH 4.4, 4.5 1 5.2).

[IpenopbuBa ce HaMaNABAHE HA J03aTa NPU NALKUEHTH, KOUTO NPHEMaT CbNbTCTBALIO BepanaMun (Bx.
Tabnuua 2 no-rope v Touku 4.4 1 4.5). B TaxsB cyuait paburatpan erekcunar u sepanamui Tpabea aa

CC NPpUEMAT 110 €AHO KU CHULO BpCMC,

Tenrecro mezno

He ce Hanara kopurupane Ha no3ara (BK. TOUKa 5.2), HO Ce NpenopbuBa BHUMATENTHO KIIHHUUYHO
HaO/oaAeHHe NpH NaUKEeHTH ¢ TeaecHo Terno <50 kg (Bx. Touka 4.4).

Ilon
He ce Hanara kopurupaHe Ha Jo3ata (BX. Touka 5.2).

lleouampuurna nonyrayus

HsimMa choTBeTHa ynoTtpeba Ha naburaTpaH eTeKCHiaT B NEAHATPUYHATa NOMyNaLus




MpeBEHLMA HA HHCYNT U cucTemeH emOonn3sm npu nauneHTd ¢ HKIIM.

Jeuenue na BTEC u npesenuun na peyuoueupauiu BTEC npu neduampuunu nayuenmu

[Ipu neuenve Ha BTEC npu neanarpuynu nauueHTH neueHneTo TpAdBa Aa ce 3aMnovHe cliel NevYeHHe C
NapEHTEPANEH AaHTUKOAryJIaHT B MPOAb/KEHHUE Ha HAH-manko 5 AHU. [lpu npeBeHLMA Ha
peunaunpawn BTEC nedenvero TpadBa na ce 3anouHe caea NPeaxXoaHo JIEYEHHE.

JlaburaTpaH eTekCHNaT Kancynu TpsaOBa Aa ce NpUEMAT ABA MbTH AHEBHO, €HA £03a CYTPHH H €HA
1032 Beyep, NpUOSM3HTEHO MO €HO M CBLUO BpEME BCEKH AcH. MHTEpBaNnLT MeX Dy AO3UTE TPAOBa na
e KONKOTO ce Moxe no-6au30 no 12 yaca.

[lpenopbunTenHaTa no3a naburarpaH €TEKCHNAT KaMNCYJH CE onpejens Bb3 OCHOBA HA TEJIECHOTO
TErJI0 H Bb3pacTTa Ha NauyeHTa, KakTo € nokazaHo B Tabauua 4. Jlosarta Tpabea aa ce kopHrupa
crnopej TEJECHOTO TEMIO U Bb3PACcTTa ¢ HANPEABAHETO Ha JIEYEHHETO.

3a KOMOHHALUHTE TEIECHO TErNO U Bb3pacCT, KOUTO HEC €4 NOCOHCHH B tabnauvuara 3a AO3INPAHEC, HC
MOraT aa ObOaT AaACHH NpCNopbKH 3a JO3HPAHC.

Tabanua 4: EAHHHYHE ¥ O0IIH ZAHEBHH 1034 Aa0HraTpaH eTeKCHIAT, B MHJIHIPaMH (mg),
CHopea TEJICCHOTO Teryio B KHaorpaMi (Kkg) n Bb3pacTTa Ha NANHEHTR B FOAMHH

KomMOHHAIIAR TeJIeCHO TerJio /Bb3pacT Eaunrnana no3a O0ma nHeBHA 1032

Tenecuo Terno B kg BuipacT B roxHHH B mg B mg
11 po <13 8 go <9 75 150
13 po <16 8 no <11 110 220
16 no <21 8 no <14 110 220
21 10 <26 8 no <16 150 300
26 no <31 8 no <18 150 300
31 no <41 8 no <18 185 370
41 po <51 8 10 <18 220 44()
51 no <61 8 no <18 260 520
61 no <71 8 10 <18 300 600
71 po <81 8 no <18 300 600
>81 10 no <18 300 600

EAnHMYHKY 1034, H3HCKBALIK KOMOHHALMH OT MOBEYE OT €HA KancyJa:
300 mg: nBe kancyau 150 mg
MM YETHPH Kancynu 75 mg
260 mg: enna kancyna 110 mg natoc eqna 150 mg
K egHa kancyna 110 mg nntoc age 75 mg
220 mg: kato aee kancynu 110 mg
185 mg: kaTo eana kancyna 75 mg mmoc egHa 110 mg
150 mg: kaTo eana kancysna 150 mg
WK ABE Kancynu 75 mg

Quenxa na bvbpeunama GyHkyus npecu U NO BPEMe HA ACHEHUESNO

[Ipeau 3anouBaHe Ha IEHEHHETO TPADBA Aa C€ ONPENCAH HIUHMCIIEHATA CKOPOCT HA INIOMEpYJHa
dunrpauua (WCI' D) no popmynara Schwartz (MeToIbT, U3NON3BAH 3a OLUEHKA HA KPEATHHHE
na Obae NoTBBLPAEH OT MECTHa nabopatopus).
Jleyenuero ¢ aaburaTpaH eTEKCUNAT € NPOTUBOINOKA3aHO NP NEAUATPUYHH NALMEeHTH
<50 ml/min/1,73 m? (Bx. Touka 4.3).

Mauyentu ¢ Crd >50 ml/min/1,73 m? Tpabea na GbLAAT NEKYBAHK C 1032 CBLIJIACHO
[lo Bpeme Ha neveHHeTo OLOpeunHara GyHKUMA TpsaOBa Ja ce OLeHABa npH onpeaencH




CHTYaLHH, KOraTo MMa CbMHeHHs, ue ObOpeutaTa pyHKLUMA MOXKE 1a CE MOHWKH WM J1a C€ BNOLWIH
(Hanp. XHNOBONEMHA, AEXHApATALIMA, KAKTO U MPH CbNBbTCTBALLA YnoTpeda Ha onpeaeicHH
NeKapCTBEHW NPOAYKTH H Ap.).

[Ipoodwixcumeanocm na ynompeba

[lpoawkuTEeNHOCTTA Ha IeueHUETO TpSOBa Aa ce onpeaes MHAWBUAYATHO B 3aBUCHMOCT OT OLICHKaTa
NoN3a/PUCK.

IIponycnama ooza

[TponycHaTa ao3a gaburaTpaH eTEKCHUNAT MOXE Aa ce npyeme Ao 6 yaca npeau cieasallara
npeanucana ao3a. [Ipn ocrasalgd no-Manko ot 6 waca 4o CIeABalUs NMPUEM, NPONycHaTaTa 403a He
TpsAGBa J1a ce npuema.

B HukakbB cnyuait He TpaOBa Aa ce npyuema ABOiHa 1034, 34 A4 ¢€ KOMIICHCUHPAT NPOMyCHATUTE
WHAHBHUAYAIHK O3H.

Ilpexvcearie na aewenuemo ¢ oabuzampan emexcuram
JleueHuero ¢ paburarpan eTekcunar He TpAOBa Aa ce NMpeKbera 0e3 KoHcyAaTauus ¢ jgekap. [launenrure
HNH OOrpraKBALLKTE MM AHua TpaOBa Ja ObAaT MHCTPYKTHPAHH 1A CE CBBPXKAT ¢ JIEKYBALXA JIEKap, aKO

MaLUMEeHTET pa3BUe CTOMALLIHO-YPEeBHU CUMITTOMH, KaTo Aucnencus (Bx. Todka 4.8).

I[Ipomana na reveruemo

[TpeMuHaBaHe OT JieycHUE ¢ naburaTpaH €TEKCUNAT KbM NApeHTEPAIeH aHTHKoAarynaHT: Ilpenopbusa
ce 1a ce H3uaka 12 yaca cnea nocneaHara go3a npeaun NpeMUHaBaHe Ot JadUraTpaH €TeKCHIaT KbM
fapeHTepancH aHTUKOArynaHT (BX. To4Ka 4.5).

[TpeMrHaBaHe OT JIEYEHHE ¢ MAPEHTEPATEH AHTHKOArYJIAHT KbM aaburarpaH eTekcuaat
[TapeHTepanHUAT aHTHKOAryJlaHT TpAOBa a ce NPeKbCHE M Aa ce 3anouHe naburartpan erekcunar (-2

yaca fnpeamn Haca, OfnpeacsieH 3a NPUIOKEHUETO HA NAPEHTEPAIHHA AaHTHKOAry1aHT, HITH MNpH
APEKPATABAHE HA JIEYECHHETO, B CITyYaH HA HEMPEKDbCHATO NeueHHe {(Hanp. He)PaKLHOHHPaH
uHTpaBeHO3eH xenapuH (HDHU X)) (Bx. Touka 4.5).

[IpemMHHaBaHe OT NeyeHne ¢ naburaTpaH eTeKCUIaT KbM aHTaroHucTy Ha BuTaMuH K (ABK)
[Tauvenrure Tpada aa 3anoyHaT npuem Ha ABK 3 oHM npeaun npekbcBaHeTo Ha 1abMraTpaH eTeKcuar.
Tobit kaTo naburaTpaH eTeKCHNIAT MOXKE Aa MoBJIUAe Ha MexAyHapOOHOTO HOPMATHU3HPAHO
choTHoLueHue (INR), INR we otpaszu no-nobpe edexra Ha ABK easa cnen cnupaHero Ha naburatpan
€TEKCHUIIAT 3a Hail-manko 2 AHu. Jlotorasa, INR cToiiHocTHTE TpaOBa fa ce ThIKYBaT C BHUMAHHE.

[IpemuHaBane ot neueHune ¢ ABK kbM 1aburaTpan erekcunar:
[IpuemsT Ha ABK TpabBa na ce npeycranosu. JlaburarpaH eTekcwiar MOXe Ja ce npuaara BeaHara

oM INR e <2.0.

HauuH Ha npunoKeHUe

To3un nexkapcTBeH NPOAYKT € 3a NepopaHO NPUIOKEHHE.
Kancynure morar aa ce npuemar cbC WK 0e3 xpaHa. Kancynure Tpadsa aa ce nornbUiaT e ¢
BOJA, 34 Aa C€ YJIECHH AOCTHraHETO UM [0 CTOMaxa.

[TauueHTHTe TpabBa Na 6BAAT HHCTPYKTUPAHU Aa HE OTBAPAT KANCYAaTa, Thi KATO TOBA
MOBUIUK PHUCKA OT KbPBEHE (BXK. TO4YKa 3.2).

4.3 IIpoTHBONOKA3ANHA




- CBpbXHYBCTBHTE/HOCT KbM AKTHBHOTO BELLECTBO WIH KbM HAKOE OT MOMOLIHHTE BELUECTBA,
H30poeHH B TouKa 6.1

- Texko 6B0peuHo yBpexcnave (CrCL <30 ml/min) npu Bb3pacTHH NaLMEHTH

- uCr® <50 ml/min/1,73 m? npu neaHaTpHUHK NaLIHEHTH

- AKTUBHO KNTHHHYHO 3HAYHUMO KbpPBEHE

- Jle3ns WiKM CbCTOAHHE, KOETO C€ ONPEAS/IA KAaTO 3HAYUM PHCKOB (PAKTOP 34 roiIIMO KbpBEHE.
ToBa Moxe aa BKJTIOYBA HACTOSLH WK CKOPOLUHK CTOMALIHO-YPEBHH Pa3sf3BABaHHA, HATHYHE
HA 30KA4ECTBEHH HOBOOOPpa3yBaHUA C BHCOK PUCK OT KbPBEHE, CKOPOLIHO MO3BYHO WM
rpuOHauHO HapaHABaHE, CKOPOLLHA MO3bUHA, FPbOHAYHA WiIM OUHE XMPYPrHYHa HHTCPBEHLIUA,
CKOpOLIIHA BLTPEUYEPETIHA XEMOPArud, U3BECTHH WK BEPOATHH BAPHLIM HA XPaHONPOBOAA,
APTEPUOBEHO3HH MAN(OPMALIHH, CbAOBH AaHEBPH3MH HIIH MOJICMH BLTPErpbOHAUHN WIN
BLTPEMO3bUYHHU CHIOBH aHOMA/IHH

- CbIIbTCTBAULO JIEYEHHE C HAKOH APYTH aHTHKOArYJIAHTH, HAMNp. HedpakurMoHHpaH XenapHH
(HOPHUX), xenapuuu ¢ HUCKO MOEKYNHO TErNo (EHOKCANapHH, JalTenapiH U ap.), NPOU3BOAHH
Ha xenapHHa (poHIanapHHYKC U Ap.), RHTUKOAryJaHTH 32 NEePOPATHO NpunoxeHue (BapdapuH,
puBapokcabaH, anukcabaH W ap.), 0CBEH B cneunpUUHM yCia0BUA. ToBa ca CliyyauTe Ha NMpOMsSHa
Ha aHTHUKOAryJ1aHTHOTO JieyenHe (BXK. Touka 4.2), korato HOUX ce npunara B a03H,
HeOOXOAMMH 34 NMOAABPKAHE HA OTBOPEH LIEHTPATIEH BEHO3EH MM apTepHalleH KaTeTbp, WIH
korato HOUX ce npunara no Bpeme Ha KaTeTbpHa abmauua npu NpeACLPAHO MBAKICHE ( BXK.
TOUuKa 4.5)

- YepHoapoOHo yBpexaaHe WM 4EPHOAPOOHO 3abonABaHe, 3a KOETO ce OYaKBa a Uma
OTPaKEHHE BbPXY NPEKHBAEMOCTTA

- CHNbTCTBALLO JEUYEHHE ChE CeAHHTE MOLHH P-gp HHXHMOUTOPH: KeTOKOHA30M1, LIMKNOCNOPHH,
KTPAKOHa30J1, APOHENAPOH U KOMOUHaLMATA ¢ GUKCHPAHH 103H [NeKanpeBup/NHOpPEeHTACBHp 32
CHCTEMHO NpUNMKEHHE (BXK. TOUKa 4.5)

- CopaeuHH KNanvu npoTe3y, U3IHUCKBALLHY aHTHKOAryJIAaHTHO JICYEHHE (BX. TOUKa 5.1)

4.4 CnenHa/IHH NpeIynpeKAcHHA H Npelna3Hy MEepKR npH ynorpeda

XeMoparuyeH pyucK

HaburaTpaHn erexcunat TpabBa na ce npunara ¢ NOBHUWEHO BHUMAHHE MPH CHCTONHUA C MOBMIUEH PUCK
OT KbpBEHE WIH MPH CBNBTCTBALLA YNOTpeda Ha NeKapCTBEHH NPOAYKTH, NOBIHABALLH XeMOCTa3aTa
ype3 HHXuOupaHe Ha TpomMOoLMTHATa arperauus. [To Bpeme Ha TepanuATa KbpBEHE MOXE Aa C€ NMOABH
HaBcakbAe. [Ipy HeouakBaH cnaa Ha xeMornoOHHa /WK XEMaTOKPHTa, WK cNaj Ha KPbBHOTO
HangaraHe, TpaOBa Aa ce H3BLPILLH Mperie] 3@ yCTaHOBABAHE MACTOTO Ha KbPBEHE,

[Ipu BL3paCTHU NALKEHTH B C1y4aHu Ha XXHBOTO3aCcTPaUIaRail0 HIH HEKOHTPOJHPAHO KBPBEHE, KOraTo
e HeoOxoauMo OBbP30 HeyTpaTM3NpaHe Ha aHTHKOAryn1aHTHuUA edekt Ha aaburaTpan, MoxXxe na ce
H3MOJI3BA CNIEH(PHUYHOTO HEYTPANTH3HpaLLIO cpeacTBo Haapyumsymad. EQukacHocTTa M 6e30onacHocTTa
Ha KAapyuHu3ymad He ca YCTaHOBEHHU Npu neauaTpuydry nauueHTy. Jdaburartpan moxe aa 6bae
OTCTPaHEH NOCPEACTBOM XxeMoanann3a. [Ipy Bb3pacTHH MALMEHTH Ca Bb3MOXKHH APYTH OMUMH KAaTo
M3MOM3BaHE Ha NPACHA LANIa KPbLB WM MPACHO 3aMpa3eHa fU1a3Ma, KOHUEHTPAT Ha KoarylaluOHHH
¢dakTOpH (AKTHBHPAH WIX HEAKTUBHPAH), pekoMOunanTeH dakrop Vlla unu tpombounTtHa maca (Bxk.
ChLIO TOuYKa 4.9).

B KNMMHMYHK U3NUTBAHHA Aa0UraTpaH €TEKCHIIAT C€ CBBP3Ba C MO-BHCOKH HHBA HA rOJISMO CTOMALIHO-
ypeeHo (CU) kbpBene. [loBuiuen puck ¢ HabnroaasaH NMpH NALMEHTH B CTapyecKa Bb3pacTt (75
rOAHHH) NMpH cxema Ha npuaaraHe 150 mg asa mbTH AHEBHO. Jlpyry puckoBH GakTopu (BX.
Tabnuua 5) BKIIOUBAT €AHOBPEMEHHO JieueHHE ¢ HHXUbUTOpK Ha TpoMboLUMTHATA arperail
Knonuaorpen u auetuacannunnopa kucenua (ACK) win HeCcTepOHOHM NPOTHBOBL3MNAI
cpeactsa (HCIIBC), kakTo W HaNU4HETO Ha €30(aruT, raCTPUT WK racTpoezogarcancH

Puckosgu chaxmopu




Tabnauua S 0b061aBa paKkTOpHUTE, KOMTO MOTAT 4a NOBHULWIAT XEMOPArHuyHHs PHCK.

Tabauna S: PAKTOpH, KOHTO MOTAT Ja NOBHIUAT XeMOPArHMHHA PHCK.

Puckosu dakTopn

KDapMakoAvMHaMHYHA H KHHETHYHHK GakTOpH Bo3pacT 275 roautHu
DakTOpH, KOUTO NOBKLIABAT MN1a3MEHUTE HHBA Hall NaBHH:
\naburarpax - YmMepeHo 6u0pedHo yBpeKaaHe Mnpu

BL3pacTHH nauueHTH (30-50 ml/min CrCL)

- Moiuxu P-gp HHXHOMTOPH (BXK. TOUKH 4.3 M
4.5)

- CbeMecTHO npuaarane Ha cnabu no
ymepeHH P-gp nHxuburopu (Hanp.
aMHOJapOH, BEparnaMul, XHHUIAHH K
THKarpenop, BX. Touka 4.5)

BTOpOCTENEHHH:;
- Hucko Tenecno terno (<50 kg) npu
Bb3PaCTHH NALMEHTH

DapmMakoAMHAMHYHH B3aUMOICHCTBUA (BIK. - ACK v gpyrv HHxuOHTOpH Ha
TO4Ka 4.5) TpoMOoLHUTHATA arperauna, KaTo
KN0onuAorpen
- HCTIBC

- SSRI nnu SNRI
- JIpyru nekapcTBEHH NPOAYKTH, KOWTO MOraT
[a HapyLlaT XemMocTa3ara

[3abonasaHua/mpoueaypu ¢ ocobeH xeMoparuyeH | - BpoaeHu uan npuaoOUTH HapyLIEHHNA Ha

IDUCK KOarynauuara

- TpombouuToneHus i GpyHKUHOHATHH
TPOMOOUMTHH Je(eKTH

- CkopoluHa 6uoncus Uy ronsiMa rpasMa

- bakTepuaned eHAOKApAUT

- Ezodarur, ractput uiu ractpoesodareaeH

pednykc

CbluecTBYBaT OrpaHUHEHH AaHHHM NPH Bb3pacTHU naunueHTH <50 kg (Bx. Touka 5.2).

CounbTeTBaLUaTa ynorpeda Ha aaburarpaH eTekcunat v P-gp MHXUOUTOPH HE € npoyuBaHa npu
negHATPHUUHH NAUUEHTH, HO MOXE 13 YBE/IMYH PUCKA OT KbpBeHE (BK. Touka 4.5).

Ipeonasznu Mepxu u 081Q0R6AHE HA XEMOPASUUHUS DUCK

3a oB1aJABaHE HA YCJIOKHEHHUS ¢ KbPBEHE BIXXTE CbLIO TOYKa 4.9,
Oyenka Ha CbOMHOWEHUEMO NON3W DUCK

Hanuuuero Ha ne3uu, 3abonseanns, npoueaypy Hunu gpapmaxkonornyto neueHue (karo HCIIBC,
TpoMOOLMTHH aHTHarperaHT, SSRI 1 SNRI, 8:k. Touka 4.5), KOUTO IHAYUTENHO YBEIHYABAT
rofiIiMO KbPBEHE, M3UCKBAT BHUMATE/IHA OLICHKA HA ChOTHOLUEHHETO non3a/puck. Jadbura
eTeKchaT TpAOBa Aa c€ AaBa CaMO axo MoJ13aTa HAABULLIABA PHCKA OT KbpPBEHE.

HanuunuTe KNIMHHYHH AaHHH 32 NIeAHaTPHUHH NALMEHTH ¢ PHCKOBH (PaKTOpPH, BKIIIOY
NALUKEHTH C aKTHBEH MEHKHTHT, eHUe(aIuT M BbTpedepeneH adcuec (Bxk. Touka 5.1), ¢



[Tpyu TakuBa nauueHTH JaburaTpaH eTekcunart TpsOBa Ja ce JaBa caMO aKoO OYakBaHaTa non3a
HaJIBMILABA PUCKA OT KbPBEHE,

Brumvame o KIUHUYHO HQDAIOOeHUe

[IpenopbuBa ce BHUMATENHO HAOMIOAEHHUE 32 NPH3HALM HA KbPBEHE WM AHEMHA MPe3 LIESTHA NIEPHOA
Ha JieyeHHue, 0cobeHO ako pHCKOBUTE (pakTopu ca kKOMOMHUpaHH (B:x. Tabnuua 5 no-rope). Tpabea na
ce BHMUMaBa 0c00eHO MHOro, KoraTo naburarpaH €TeKCHAT ce NPUiara eJHOBPEMEHHO C BepanaMui,
AMHOAAPOH, XUHWUH WIH KNapUTPOMHULUHUH (P-gp HHXxubuTopH) 1 0cobeHO NpH nosBa Ha KbPBEHE,
Hai-Beve NpH NaUHEeHTH ¢ HamaneHa ObOpeyHa PyHKUMA (BXK. ToUKa 4.5).

[Tpenopbusa ce BHHMaTeNHO HAOIIOAEHHUE 32 MPH3HALK HA KbPBEHE NPH NMALMEHTH, JIEKYBaHH
cennTeTBao ¢ HCIIBC (Bxk. Touka 4.5).

IIpexvcaane na neyenuemo ¢ oabucampan emexcuiam

[TaneHTHTE, KOUTO pa3BUAT ocTpa ObOpevHa HeZoCTaTbYHOCT, TPAOBA Ja NPEYCTAHOBAT NPHUEMA HA
naburarpaH €TeKCHWIar (BK. CbLIO TOUKA 4.3).

Korato ce nosiBu TeXKO KbpBeHe, TpAORA Aa CE€ NPEKPATH JICUEHHETO, 1A CE U3CEABA NMPUUYMHATA 33
KbPBEHETO H MPH Bb3PACTHH NALMEHTH MOXKE 1a C€ OOMHCIIH MPHJIOKEHUE Ha CNEUUPHUYHOTO
HEYTpaJH3upallo cpeacTBo (uaapyuusymad). E¢ukacHocTTa 1 6e3onacHocTTa H2 uaapyLM3yMao He ca
YCTAHOBEHH MNpPH NMeJHaTpHYHH naureHTH. Jaburarpan moxe aa 6bae oTcTpaHeH nocpeacTBoM
XEMOaHaNIN3A.

Ynompeba na unxubumopu na npomonnama nomna

Moxe ga ce 0OMHCIK NpriokeHHe HA HHXHOUTOP Ha npoTodHaTa nomna (MUI 1) 3a npepenuma Ha CY
xkbpeeHe. [Ipy neanaTpuuHy nauueHTH TPAOBa Aa ce CneaBaT NpEenopbKHUTE, ONIMCAHU B KpaTKaTa
XapaKTepUCTHKA HA NMPOAYKTA Ha CbOTBETHHA HHXHOMTOP Ha NPOTOHHATa NMOMIA.

Habopamopnu xoazyrayuonnu napamempu

BLnpeky ue TO3U NEKaPCTBEH NPOAYKT MO APHUHLUMI HE H3UCKBA PYTHHHO MOHHUTOPHPAHE Ha
aHTUKOAryJauuaTa, ONpeIeasHETO Ha CBbp3aHara ¢ AaduraTpaH aHTHKOarynauus Moxe aa énae or
10J13a 38 YCTAHOBSABAHE HA MPEKOMEPHO BUCOKA EKCNO3UUHSA Ha AaduraTpaH NpH HalWM4ue Ha
NOMBAHUTENIHH PHCKOBU PaKTOPH.

TpomOunoroTo BpeMe upe3 paspexaaHe (Diluted Thrombin Time, dTT), ekapuHOBOTO BpeMe Ha
cweupsane (EBC) n akTuBMpaHOTO NapuyHanHo TpoMOo1acTHHOBO BpeMe (Activating Partial
Thromboplastin Time, aPTT) moraT aa npeaocTasaT none3Ha HHGoOpmaLus, HO pe3ynTaTure TpaOBa 1a
CE THJKYBAT ¢ MOBULLEHO BHUMaHHE NOpaay BapHaOWIHOCTTa MeXAy TeCTOReTE (BK. TouKa 3.1).
TecTbT 3a onpeacaHe HA MEXAYHAPOAHOTO HOPMAIU3UPaHO CboTHOLIEHHUE (International normalised
ratio, INR) He e HazexneH Npy nalWeHTH Ha JeveHue ¢ aburaTpaH €TeKCUNAT W MMa JOK/1aABaHH
cnyyau ¢ pannpo nonoxkurenso nosuweHue Ha INR. 3atosa INR Tecrose He TpsaOBa na 6vaar

NPOBEXKAAHH.

Tabnuua 6 nokazea HaH-HUCKWTE NparoBe Ha KOaryJauHOHHHTE TECTOBE NMPH BL3PACTHH NALHEHTH,
KOHWTO MOraT Aa ObJaT CBbP3aHu C MOBHIUEH PUCK OT KbpBeHE. CbOTBETHHUTE NpParoae NpH
reauaTpUYHMA NAUMEHTH HE Ca H3BECTHH (BX. TOuKa 5.1).

KOHTO MOrart aa ObaaT CBbpP3aHn ¢ NOBHIIECH DHCK OT KbpPBCHC.

TecT (Haii-aucka CTOHHOCT) [Tokazanue




[IbpBruna npeseHuua Ha  [TIKUIIM u AIBT/BE
BTEC npu oproneanuna
nepawms

dTT [ng/ml] >67 >200
EBC [x-mbTh Hag ropHaTa rpaHuua Ha |[Hama naHHu >3
HopmMara]
aPTT [x-nbTu Haa ropHara rpaidua Ha p1,3 >2
HopMara]
INR He TpabBa na ce nposexaa [He Tpabea na ce npopexaa

Ynorpeba Ha GHOPHHONUTHYHH ieKAPCTBEHH NPOAYKTH 34 N€4EHUE HA OCThD HCXEMHHEH HHCYAT

Ynorpebara Ha PUOPUHONUTHYHH N€KAPCTBEHU NMPOAYKTH 3a NEYEHHUETO HA OCTHP HCXEMHUYEH HHCYAT
MOXKe Aa ce 00¢nhaum, ako ctoiHocTHTe Ha dTT, EBC nnu aPTT He HaaeuiaraT ropHaTa rpaHuLia Ha
HopMmaTa (ULN) cnopea MecTHHTE peepeHTHH MPaHHLIA.

XHPYPruyHH onepalty H HHTEPBEHUHH

[Ipu nauWeHTH, NpHeMALLH 1a0UraTpaH ETEKCHIAT, KOUTO ca NOAMOXKEHH Ha XHPYpru4yHa
MHTEPBEHUMA WM HHBA3MBHH NPOLIEAYPH, ChIIECTBYRA PUCK OT KbpBeHe. [lo Tazu npuunHa
XMPYPrUYHUTE HHTEPBEHIIMY MOTaT /14 HAIOXKAT BPEMEHHO NPEKPATABAHE HA MPUEMAHETO Ha
naburatpad eTekcunar.

[lauyeHTHTE MOraT Aa NPOABL/DKAT NpyeMa Ha AaduraTpaH €TeKCHIIAT, KOraTo ¢a NoJI0KEHH Ha
KkapauoBep3uo. JIuncear aaHHM 3a nedeHueTo ¢ aaburarpan erexcunar 110 mg asa NbTH AHEBHO NPH
NalLHeHTH, KOKUTO ¢a NOAN0XKEHHU Ha KaTreTbpHa abnauys Ha NpeachpaHO MbxKaeHe (BkK. Touka 4.2).

Heo6xonuMO € MoBULIEHO BHUMAHHE, KOMaTO JISUEHUETO BPEMEHHO ¢€ MPEKPaTH NOpaAy HHTEPBEHLIUH
4 ce MpenopbyBa MOHUTOPUPaHE HA aHTHKoarynauuaTa. [Ipn naunenTn ¢ 6b0peyHa HeaOCTATBYHHOCT
KIMPBLHCHT Ha AabMraTpaH MOXke 1a MPOABLIKH No-Abaro (kK. Touka 5.2). ToBa Tpabea Oa ce B3eMe
nMpeJBUA NPeAy BCaKa npoueaypa. B TakuBa ciyuan xoaryiaydoHeH TecT (B, ToUkH 4.4 U 5.1) moxe
/12 NOMOrHE Ja ce onpeaeny Jany BCce OLE HMa HaAPYLUEHHE HA XEMOCTa3ara.

Crewnu xupyp2uyHu onepayuu Uiy HeomaoAicHu npoyeoypu

[IpuembT Ha aaburaTpad eTekcunar TpsOBa Aa Obae BPEMEHHO NMpeKpaTeH. AKO € Heobxoanmo Obp30
HEYTpaTH3HPaHE HA AaHTHKOAryAaHTHHA e(eKT, MOXKe 1A C€ H3MOoM3Ba CNeLUUPHUUHOTO HEYTPaIH3UWpaLLO
cpeAcTBO Ha aaburaTtpad erekcunar (Maapyunaymad) 3a Bb3pacTHU nauueHTH. EdukacHocTTa M
HezonacHOCTTa HA HaapyLM3yMad He ca YCTAHOBEHHU NPpU NEfHaTpH4HK nauneHTH. JaburaTpad mMoxe
aa Obae OTCTPaHEH NOCPEACTBOM XEMOAHANN3A.

[Ipn npeycraHoaaBaHE Ha TepanUuATa ¢ 1a0UraTpaH €TEKCHAAT MNAUMEHTHTE Ca HINIOXKEHH Ha
TPOMOOTHUEH PUCK, CBbP3aH C OCHOBHOTO MM 3abonigBaHe. JleueHneTo ¢ naburarpaH €eTeKCHIAT MOXKe
na ce Bp300HOBH 24 yaca cnej NpuiokKeHHe Ha HaapyumM3yMad, ako NaLUUEeHTbT € KJIMHHMYHO cTabUNeH
U € NOCTUrHaTa aAeKBATHa XeMOCTAa3a.

Xupypauunu onepayu/ uHmepseryuy npu noooCmpy CoCMOARUA

cliell IpHEMA Ha NOclieaHaTa A03a. AKO XMpYpru4dHaTa onepaLus He MOXe a ce OT
MOBHLIIEH PHCK OT KbpBeHe. To3u puck TpaOBa Aa ce OLEeHH CNPAMO CNELHOCTTA Ha

Iranoea xupypeuuna onepayus




[Tpy BB3IMOXKHOCT, NPHEMBT Ha Ja0HraTpaH eTekcunar TpadBa Aa ce npekpaTH HaH-manko 24 yaca
Mpean H3BbLPLUBAHETO HA HHBA3MBHA WK XHpPYpru4yHa npoueaypa. IlpexparaBaHe npuema Ha
naburarpax erekcunar 2-4 nHu npeax XMpypruvHa onepauus Tpadsa qa ce vMa nNpeaBUa npH
MaLKEHTH C MOBHILUEH PUCK OT KbPBEHE MM B CIy4al Ha ronsMa onepauus, npH KoSTo MOXe Aa €
HeoOX0aMMa MbJIHA XEMOCTAa3a.

Tabnuua 7 obobwaea npasuara 3a npekpaTaBaHe HA NPUEMA NPEAX HHBA3ZHBHH UIIH XHUPYPrHYHH
NpoUeAypH NPH Bb3PAaCTHH NALMEHTH.

Ta6auua 7: llpaBuaa 3a npeKpaTraBane HA NPHEMA NpeH HHBA3HBHH HJIH XHPYPrHYHH
npoueaypH NPH BL3PACTHH NALHEHTH

b1.Opeuta Ipubnuzurenex [TpuembT Ha naburaTtpaH erekcunar TpadBa aa ce cnpe npeau
yHKumns (CrCL {moay»XHBOT (4acoBE)I1aHOBA XMUPYPruyHa onepaims
B8 ml/min) BHCOK pHCK OT KbpBEHE WU CTaHzapTeH pUucK

rogsaMa XHpypruiHa OncpaulHnia

>80 ~13 2 1HY NPEBAPHTEIHO 24 yaca npeaBapUTENHO

>50-<80 ~ 15 2-3 AHH NpeaBapHTENHO 1-2 AHK NpeaBapHTENHO

>30-<50 ~ 18 4 NHU NpEeABAPHUTE/IHO 2-3 AHM NPEeABAPHUTENHO
(>48 yaca)

Ilpasunara 3a npexpaTaBaHe Ha MPHUEMA NPEad HHBA3UBHHU WIH XUPYPruHuHU NPOLEAYPH MPH
neAHaTpHUYHH NaudeHTH ca obobuieHu B Tabnuua 8.

Taoanua 8: IlpaBuaa 3a npexkpaTsBaHe H& DPHEMA NPeAd HHBAIHBHH HJIH XHDYPIHYHH
NpoUeaYPH NPH NEAHATPHYHH NAIHEHTH

brOpeuna pyHkuus (WCI'd ICrinpatie Ha naburaTpaH npeau raHoBa XUpypruyxa
8 ml/min/1,73 m?) onepaLs

>80 P4 uaca npesBapHTENHO

50 — 80 2 AHH NPEABAPHTETHO

<50 Te3u naLeHTH HE ca NPoyuBaHH (BX. Touka 4.3).

Cnunanna anecmeus/enudypaing gnecme3us/aymoanna nyHKyus

[poueaypH KaTo CIMHANHA @HECTE3MA M3UCKBAT MMhJIHOLUEHHA XEMOCTaTHYHA PYHKLMA.

PHCKBT OT CIHHANEH WY eNUAYPAIEH XEMATOM MOXE [1a C€ MOBHLLUH NPY clly4au Ha TpaBMaTUYHH WY
MHOTOKPAaTHH MyHKLUH H NPH NPOABLJLKHTENHA ynoTpeda Ha enHaypantHu karetpy. Cnen
OTCTPaHABaHE Ha KaTETbp TPAOBA Ja MHHAT Hall-Manko 2 yaca npeau npruickKeHUEeTo Ha MbpBaTa A03a
naburarpaH erexkcunar. Te3n naumeHTH H3UCKBAT 4eCTo HaONIOACHHE 38 HEBPONIOTHYHYU NPU3HALH H
CUMINTOMH Ha CIIMHANIEH WK ENUAYPANEH XEMATOM.

Ilocmonepamugna @ma

Cnen MHBa3MBHATA npoucaypa uiH XMpypruiHata HHTEPBCHLUNA JICHCHHCTO C ﬂaﬁuramau CTCKCHIAT
TPHGBR Aad CC ﬂOﬂ,HOBH}@ﬂHGHHe BL3MOMHO Haﬁ-CI{OPO, IMpH YCNOBHE Y€ KIHHHYHaTa CHTYallHA
Nno3ipojiapa H HMaAd aaACKBaTHA XCMOCTA3a.

HeobxoanumMo € noBHLIEHO BHUMaHHUE NMPU NAUMEHTH ¢ PUCK OT KbPBEHE WM naliye
CBPBXEKCNO3ULMA, OCOOEHO NAaLUHEHTH ¢ HaManeHa ObOpeyHa PyHKUMA (BAK. ChLIO
Touka 4.4 nl.1).




[TauneHTH ¢ BHCOK ONEPaTUBEH PUCK OT CMbPTHOCT U ¢ BbTPELIHH PHCKOBH (PakTOpH 3a
TpomMOoemMOBoaHYHH CLOUTHA

ColuecTByBaT OrpaHH4€HHM AaHHH 3a ePpUKacHOCTTa U O€30MacHOCTTa Ha AADUraTpaH €TeKCUIaT npH
TE3W NALUEHTH KU NOpPaaH ToBa Te TPAOBA Aa ObaaT AEKyBaHH C MOBUILIEHO BHHMAHHE.

Onepauus npu dpakTypa Ha WikiikaTa Ha GeapeHara KOCT

Hama gaHHH 3a ynorpebara Ha gaburarpad eTekcunaT NpY NaUMEeHTH, NOAJIOKEHH Ha ONepaLiHg NpH
¢ppaxTypa Ha WHiikaTa Ha DegpeHara kocT. CneaoBaTe/IHO JIEHEHHETO HE CE NMPENOPLYBA.

YepHoapobHo yBpexaaHe

[TauneHTH ¢ noBHLeHN YepHoAPoOHH eH3nMHK >2 ULN ca U3KIOUEeHH OT OCHOBHHTE W3NMWTBAaHHA.
Hama HanuvueH TepaneBTHYEH ONUT 3@ Ta3u cyOnonyjaums oT NaLMEHTH H CAeA0BATETHO MPH Ta3H
ronyaanus ynorpebara Ha naburaTpaH €TeKCHNAT He ce npenopbysa. YepHoapoOHO yBpexaaHe unu
yepHOApOOHO 3abonaBaHe, 32 KOETO CE OYAKBA a HMA OTPAKEHHE BLPXY NPEXKHUBAEMOCTTA, €
NPOTHBONOKA3aHO (BX. TOUKA 4.3).

B3anmoaeiicteue ¢ P-gp HHAYKTOPH

CbNbTCTBALLOTO NPUAOKEHHE Ha P-gp HHAYKTOpH Ce OMaKBa [a MMOHWXKH UIA3MEHHUTE KOHLEHTPaLlHH
Ha aaburatpaHx ¥ TpaOBa na ce U30area (BAC. TOUKH 4.5 U 3.2).

MaumenTy ¢ aHTUGOCHONUNUAEH CHHAPOM

IlupexrHo aelicTeawuy nepopanyu aHtukoarynantu (JAITOAK), sirounurento naburarpan
eTEKCHIAT, He ce MPEenopbyBaT NPH NALMEHTH C aHAMHE3Aa 3a TpomD03a, KOUTO Ca AUArHOCTHLIMPAHY ¢
anTtudochonunuacH cHHapoMm. [lo-cneunanHo Npu TPOHHOMO3UTUBHH MALIMEHTH (32 JyNyceH
AHTUKOAryJIAHT, AaHTHKAPIHOJIUITHHOBH aHTHTE/IA U AaHTUTENA cpeLlly OeTa-2-riMxonporeuH I),
neuenrerto ¢ JAINOAK mMoxe na Obae CBbpP3aHO ¢ NOBULLIIECHA HECTOTA HA NOBTAPSALLUH CE TPOMOOTUYHH
CbOHUTHA B CPAaBHEHHUE C TEPANMATA ¢ AHTAFOHMCT HA BUTAMHH K.

Undapkt Ha muokapaa (MM)

B npoyuBaneTo RE-LY ¢aza Il (ITUIIM, ex. Touka 5.1) obwata yecrora Ha UM e 0,82, 0,81 u
0,64%/roanHa crOTBETHO 3a AaburaTtpad erekcunar 110 mg nBa nbTH AHEBHO, AaburaTpaH eTekcunar
150 mg asa MbTH AHEBHO ¥ Bap(dapHH — YBEAHYECHHE B OTHOCHTE/IHHUSA PHCK 3a AabHraTtpaH oT 29% n
27% B cpaBHeHue ¢ BapdapyH. HezaBucumo OT neveHHeTo, Hal-BUCOKHAT abcontoten puck oT UM ce
HabnoAaBa B C1eAHUTE NOArPYIMH, ¢ NOAOOEH OTHOCHTENEH PUCK: NAUMEHTH ¢ npeaviueH UM,
NAaLMEHTH =65 roiMHN ¢ AHabeT WK KOpoHapHa apTepHaiHa 00neCT, NALMEHTH C IEBOKAMEPHA
¢dpakuus Ha uztnackeaHe <40% u nauueHTH ¢ ymepeHa OLOpeuna qucdyHkuMa. B aonbiaHenune no-
BHCOK pHcK oT UM ce Habnoaasa npu naueHTy, npyeMally conbreTRalo ACK wioc kionuaorpen
WK KIOMHAOIPE CaMOCTOSTENHO.

B TpuTe akTHBHO KOHTponupaHK npoyuBaHus ¢aza Il 3a JIBT/BE ce cboliuasa no-eucoka yectora Ha

ciiyyad Ha UM npH naumeHTuTe, npuemaliy naburatpal eTeKCUAaT, B CpaBHEHHE C Te3H, NpHeMally
BapdapuH: 0,4% copsamo 0,2% B kparkocpounuTe npoy4usaHus RE-COVER u RE-COVER Il v 0,8%- -

ToBa npoyusaHe (p=0,022).

B npoyugaseTo RE-SONATE, koeto cpaBnsaBa naburarpaH erexcunar ¢ miauedo, uec
0,1% npu nauneHTUTe, NpUemalun aadburarpat etekcunar, U 0,2% npu NauMeHTHTE Ha




[TauueHTH ¢ akTUBHO oHKOaOruuHO 3abonssaHe (JIBT/bE, BTEC npu nenwartpuyHy NauueHTH)

He ca ycTaHoBeHU edHKacHOCTTA M 6€30MaCHOCTTA MPH NALMEHTH, CTPAJALUH OT AKTHBHO
oHkonoruyHo 3abonasane u JIBT/BE. Uma orpaHnyeHn aaHHM 3a epUKacHOCTTA U De30nacHOCTTa NpH
neaHaTpHYHH NALUEHTH C aKTHBHO OHKOJIOTHYHO 3abonasaHe.

[lenvaTpyuHa nonynanus

[Ipn HAKOM NEANATPHUUHH MALMEHTH CbC CTPOro cneuMdpuuHu 3abonaBanms, Hanp. NauleHTH ¢ Gonect
Ha TBHKUTE 4€PBa, MPU KOUTO MOXKE Aa e 3acerHara abcopbuusra, Tpadea aa ce oOMuUCIH
H3NON3BAHETO HA AHTHKOAryJIaHT, KOWTO CE NMpUaara napeHTePaHo.

4.5 B3aumMoae#icTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH POpPMH HA BIAHMOACHCTBHE

B3auMoneicTBrA C TPAHCMIOPTEPH

JaburarpaH eTekcunar ¢ cyocTpar 3a edaykcHusa Tpadcnoptep P-gp. ChbabTCTBALLOTO NPHUIOKEHUE HA
P-gp nuxuburopu (Bx. Tabnnua 9) ce oyaksa na noeeae A0 NOBUILIEHW HMBA HA 1A3MEHATA
KOHUEHTpaLMa Ha naburarpaH.

AKO He e NpeanucaHo Apyro, € HeoOXOAUMO BHUMATETHO KIMHUYHO HabmoaeHue (cleaeHe 3a
NPU3HALK Ha KbPBEHE HJIM aHEMHA), KoraTto aadurarpaH ce npunara €AHOBPEMEHHO € MOLUHHA P-gp
HHxuburopu. Moxe na ca HeoOXoaMMuU HaMaNABaHHUA HA A03aTa B KOMOMHALMA C HAKOH P-gp
HHXHOUTOPM (BK. TOUkH 4.2, 4.3,4.4 n 5.1).

Tabanua 9: BzarmoaeticTBus ¢ TpaHcnoprepn

P-gp uHxubuTOpH

CounbTeTBawara ynorpeba e nporusonokasHa (Bxk. Touka 4.3)

KeTokoHa3on KeTtokonazon nosviuaea TotanHute AUCQ-0 U Cp,,, CTOHHOCTU Ha aaburatpaH
CboTBeTHO 2,38 MbTH U 2,35 NbTH cnea eadHnYHA nepopanya a03a 400 mg u
CHLOTBETHO 2,53 bTH K 2,49 NbTH Chiea MHOMOKPATHO NEPOPATTHO NPWIOKEHUE HA
400 mg KxeTOKOHA30J1 BEAHDbAK JHEBHO,

JIpoHeaapoH [1pn egHOBpEMEHHO NPHAOKEHUE HA NAdUraTpaH €TEKCUNAT H APOHEAapOH
TotanHuTe AUCQ-00 1 Cmax cTO#HHOCTH Ha naburaTtpaH ce yBe/M4aBaT ChOTBETHO
Kono 2,4 nbTU M 2,3 NbTH Ced MHOTOKpaTHO npuinoxenue Ha 400 mg apoHenapoH
Ba IMbTH JHEBHO H CHOTBETHO 0KoNOo 2,1 muTH M 1,9 neTH cnea eauHUM4YHa 1034

00 mg.
HrtpakoHason, b3 OCHOBA Ha PE3YNTATHTE iN vitro MOXKe Aa ce ouakea noaobeH edekr, kakTo ¢
LM KJIOCMIOPHH €TOKOHA30]1.
I"nexanpeBup/ bNbLTCTBALNATA YNOTPeda Ha naburaTpad eTekcHnar ¢ kKoMOMHAUUATA ¢ PUKCHPaHH
Fﬂﬁpemacaup 031 Ha P-gp nuxuburopute rnekaripesup/nubpeHTacBUp NOKa3Ba yBETHYABaHE Ha

KCMO3XWUHATA HaA ﬂﬁﬁHTﬂTpaH H MOXC N1a MMOBULUHK PUCKA OT KbpPBCHE,

Coenomemeatyama ynompeba ne ce npenopbysa




Takponumyc [n vitro e yCTaHOBEHO, Y€ CTENEHTa HA HHXUOUTOPHUA e(PEeKT Ha TAKPOJUMYC BBPXY
P-gp e nogobHa Ha Tazu, HabaoAaBaHa NPH UTPAKOHA30N H LUMKIOCHOPHH.
EaHoBpeMeHHOTO NpHUAOKEHUE HA JadUraTpaH €TEKCHAAT C TAKPOJIIMMYC HE €
NPOYUYEHO KIHHHYHO. Buipeku ToBa, OrpaHHYEHHUTE KNIHHHYHH AAHHH OT APYIH
P-gp cybctpatu (eseponuMyc) npeanonarat no-cnado uuxubupaHe Ha P-gp or
TAKpPOJIHMYC, B CPABHEHHE ¢ HA0NIONABAHOTO MPHU CHIHH P-gp HHXHOWTOPH.

Heobxooumo e nosuuteno sHuManue npy convmcemeauia ynompeba (8ic. mouku 4.2 u 4.4)

Bepanamun Koraro naburarpax erekcunar (150 mg) ce npunara eaHOBpeMeHHO C nepopaneH
Bepanamun, C,.. H AUC Ha naburarpaH ce yBeu4yaBaT, HO CTENEHTA Ha Ta3H
NPOMSAHA € pa3IMYHA B 3aBUCHMOCT OT BPEMETO Ha NpyeMaHe u ¢dopmara Ha
BepanaMui (BK. ToukH 4.2 v 4.4),

Haii-ronamMoTo noBHMilaBaHe Ha eKCNO3HUMATA Ha AaburatpaH ce HabaloaaBa nNpu
Nbpeara A03a Ha Bepanamul ¢ HezabapHO ocpobOXKAaBaHe, NpHeTa earH Yac Npeau
npueMa Ha naburarpaH erekcuiar (ysearnuaBaHe Ha Cmax OKONo 2,8 MbTH M Ha
AUC okono 2,5 nvti). EQexTsT NnporpecuBHO HaMasBa nNpv NPUIOKEHHUE HA
KpopMata ¢ yannkeHo oceodoxaasaHe (yeenuuasaHe Ha C,, 0KoS1o 1,9 bTH U Ha
AUC okono 1,7 nvTH) HIH NpH NPUIMKEHUE HA MHOTOKPATHH 103 BEparnaMma
(yeennuasaue Ha C,, okono 1,6 nbTH U Ha AUC okono 1,5 nbTH).

He ce HabniogaBa 3HauUMMO B3aHMOAECHCTBHE, KOFaTo BEpanamMui ce npyuemMa 2 vaca
cnen paburarpad erekcunar (yBeauuaBaHe Ha Cpax 0k0J10 1,1 nbTH ¥ HA AUC okono
1,2 nbTH). Tosa ce obsacHaBa ¢ nbaHaTa abcopbdiug Ha JabuvraTpad cnej 2 yaca.

AMHOAApPOH Koraro naburarpad erekcunar ce npunara eQHOBPEMEHHO C eHHHYHA NEpopaTHa

inoza 600 mg aMmuoaapoH, creneHTa U CKOpoCcTTa Ha abcopOuusa Ha aMHOJapOH K Ha
akTUBHHUA My MeTtabonut DEA no ceuiecteo He ce npomeHatr. AUC u C,, Ha
naburarpaH HapacTBat ¢bOTBETHO Okos10 1,6 NbTH W 1,5 mbTH. [lopanu abnrus
NONY>XMBOT HA aMHOAPOH BB3MOXHOCTTA 3a B3aHMOASHCTBHE MOXE 1a CbLICCTBYBA

te,umuuu C/IEA NPEKPATABAHE HA JICUEHHETO ¢ AMHOAAPOH ( BIK.
ouku 4.2 n 4.4).

XHHUAUH XHUHMAMH € npuwiarad karo gosa ot 200 mg Ha Bceku 2 yaca no obiua noza
1 000 mg. JabuvraTpaH eTeKCHIaT € Mpuiarad ABa NbTH AHEBHO B NPOABbIDKEHHE HA
3 mocsaeaoBaTENHHU AHH, cbe WK Oe3 XHHUAKH Ha TpeTHa OeH. AUCt ss H Cmax,ss

IHa naburarpat ce yBenu4araT CpeOHO ChOTBETHO 1,53 mbTH M 1,56 nwTH npH
CHOBTCTBALLIO NPUIOKEHHE HA XHHUAHKH (BXK. TOUKH 4.2 U 4.4).

Knaputpomuunti  [Korarto xnapurpomuuuH (500 mg aBa nbTH AHEBHO) ce npunara 3aeaHo ¢
inaburarpa eTexcuaar npy 3apasu aobposonum, ce Habnwoaaga NOBKLIABAHE HA
AUC okono 1,19 nbTH ¥ Ha Cphax 0kon10 1,15 murH.




Tukarpenop E(oraTo eAMHWYHA 1033 OT 75 mg paburartpaH €TeKCHNAT ce npuiara €AHOBPEMECHHO
HaToRapBaiua A03a oT 180 mg Tukarpenop, AUC u C, Ha naGurarpas ce
noeyinanat cboTBeTHO 1,73 nbTH K 1,95 nbTH. Ciea MHOroKpaTHY AO3M Ha

Tukarpenop 90 mg, Aga NbTH ZHEBHO, YBEIHYABAHETO HA €KCMO3ULIMATA HA
\naburaTtpas € 1,56 nbTU M 1,46 muTH, cboTBeTHO 3a C . 1 AUC.

CBNbTCTBALOTO NPUWIOKEHHE Ha HAaTOBapBawua A03a Tukarpenaop 180 mg u
imaburatpax etekcunat 110 mg (B cTaunoHapHo cbhetosHie) nosuwana AUCt,ss
Cmax,ss Ha AaburarpaH ¢oTBeTHO 1,49 NbTH K 1,65 NbTH B CpaBHEHHE C
imaburarpaH eTekcuiart, npunaraH camocroaTenHo. Korato Hatosapsaua 103a OT
180 mg Tukarpesiop ce naea 2 uaca ciea npuem Ha 110 mg aaburatpan erekcunar (B
TAUWOHAPHO CHCTOAHKUE), nOBHLLIAaBaHETO HA AUCt ss 1 Cmax Ha aaburatpan

HamanaBa cboTBeTHO A0 1,27 mbTu U 1,23 mbTH B cpaBHEeHHUE ¢ RaduraTpax

KCHNIAT, [TpUaral caMocToaTenHo. Takbs He3acThNBALl Ce MPYUEM Ce NMpeNnopbLUBa
PH 3al04YBaHE Ha TUKATPEAOP C HATOBApBALUA 1034,

BIBLTCTBALLOTO NpHokeHUe Ha 90 mg THKarpenaop asa MbTH JHEBHO

noaabpxkaiua no3a) u 110 mg aaburarpan eTekcuiat NoBULIaBa KOPUrHpaHUTe
AUCt ss U C,,,54,85 Ha naburarpan cboTBeTHO 1,26 MbTu M 1,29 nbTH B CpaBHEHME C
[uaﬁuranaH eTeKCWIaT, NpuiaraH caMOoCTOSTENHO.

[lo3akoHazon 03aKOHAa301 CbLULO HHXHﬁHpa B HAKaKBa CTCIICH P-gp, HO TOB4 HE € IIPOYHCHO

HHHUYHO. E,EI'.HOBPEMEHHDTO INPHUJITOKCHHE HA ,uaﬁuramau CTCKCHJIAT C NMO3daKOHA30/1
anara BHUMaTeaHO MNpociciaBaHC.

P-gp unoykmopu

'Chnbmcmﬂau;ama ynompeba mpabea oa ce uzbazeq.

anp. ICbIBLTCTBALOTO NPUAOKEHHE CE O4aKBa /1 JOBe/e [0 NOHWXKABaHE Ha
HaMmULYH, IKOHLIEHTpaLMATA HA naburarpaH.
T KAHTAPHOH,
HybEricum I{pemeaHKaLMATa ¢ U3CIeABaHUA HHAYKTOp pHdamMnuLkH npy ao3a 600 mg BeoHBXK
Erforatum), ITHeBHO 3a 7 IHM NOHWXXaBa o0LIaTa MMKOBA KOHLIEHTpaLMs Ha aaburarpaH v ofwara
kapOaMasenuH WM EKCIO3UUHMA ChC CHOTBETHO 63,5% U 67%. UHayuupawuaT epexr € NOHMKEH, KOETO
kbeHUTOHH BOJM JO HHUBO HA €KCNO3KWLMA Ha gaburaTpaH, OnK3Ko A0 pedepeHTHATA CTOHHOCT 40
IneH 7 cnes crnupaHe Ha IEYEHHUETO ¢ pUdaMMULIMH.
He e HabntonaBaHo NO-HATATBHLUIHO NMOBHILEHHE Ha DHOHATMYHOCTTA CNell Olue 7 JHH.

[Ipomeaznu unxubumopu, Kamo pumoHagup

Convmemeawama ynompeba ne ce npenopvuea

Hanp. putoHasup u[Te noenussat P-gp (KaKTo KaTo MHXKOMTOP, Taka U KATO MHAYKTOP). Te He ca Guny
KOMOHHALMHTE MY [MPOYYBaHH, NOPadH KOETO HE C€ MPENOPLUMBAT 3a ChITLTCTBALUO JICYEHHE ¢~
C APYrH NpoTea3Hy [naburarpaH erexcunar.
MHXHOUTODH

-gp cybcmpam




UIMroKcHH

E€KCMO3HLMATA HA IMTOKCHH W KNTMHHYHO 3HAYHMH NMPOMEHH B €KCNO3HULIHATA Ha
naburarpat.

B npoyuysate, npoeacHo ¢ 24 3apasu A0OPOBOJILH, NPH €AHOBPEMEHHOTO
NpUIoKeHUe Ha JaburaTpaH €TEKCUIIAT W IMFOKCUH HE ca HabNMKJaBaHW NPOMEHU B

AHTHKOAry1aHTH W JIEKapCTBEHHW APOAYKTH cpewty TpoMOOLUMTHA arperauus

Jluncea Way CHLIECTBYBA CAMO OrpaHHUeH OMMUT CbC CIEAHUTE JIEYEHHA, KOUTO MOraT Aa MNOBUILAT
PHCKA OT KbPBEHE, KOraToO €€ MPUJIAraT ChIbTCTBALLO C Na0UraTpaH ETEKCHIAT: AHTHKOArY/IaHTH, KaTo
HedpaknuroHupad xenapuH (HOUX), Huckomonexyiuu xenapuuy (HMX) v xenapuHOBU NPOU3BOAHH
(poHaanapuHyKc, AC3UPYAUH), TPOMOOTHTHUHH NEKAPCTBEHH NPOAYKTH U AHTATOHUCTH HAa BUTAMMH
K, pusapokcabaH WAH ApyTd aHTUKOAry/IaHTH 3a NEPOPANHO NPHUAOKEHHE (BXK. TOUKa 4.3), UNH
JeKapcTBEHH NPORYKTY cpewly TpomOoumTHa arperauus, kato GPIIb/Ila peuentopHn aHTaroHucTw,
TUKJIONMUAHH, Npacyrpen, THKarpenop, AeKcTpaH U cyaduHnupasoH (Bx. Touka 4.4).

Ot paHuuTe, cbOpaHu no Bpeme Ha ¢asza il npoyusane RE-LY (Bx. Touka 5.1), e Habmogasano, ue
CbLNBTCTBALLATA YIIOTpeOa Ha APYrH NepopanHyd WM NAPEHTEPANTHH aHTHKOAry1aHTH MOBHLLIABA
YeCTOTaTa Ha rojsaMoO KbpBeHe NpUONU3IUTENHO 2,5 NBTH, KAaKTO Npyu JaburatpaH €TeKCHIAT, Taka
npy BapdapHH, rMaBHO B CHTYaLMH, CBbP3aHH C IPEMHHABAHE OT €AMHHSE aHTHKOAryNaHT KbM ApYrus
(Bxk. Touka 4.3). OcBeH TOBa, ChMIbTCTRaWATA YnoTpeda Ha aHTHTPOMOOTHYHM cpeacTBa, ACK WK
Krnonuaorpen NpUONH3HTENHO YABOABA YeCTOTaTa Ha rOISMO KBPBEHE, KakTo NpH aaburarpaH
€TEKCUNAT, TaKa U NpH BapdapuH (Bx. Touka 4.4).

H®DUX Moxe aa ce npunara npy 4034, HeoOXxoauMH 3a NOAAbPKAHE HA MPOXOAUMOCTTA Ha LIEHTpa/leH
BEHO3EH WK apTepHalICH KaTeThp UM MO BpEME Ha KaTeThpHA ab1auMs Npyu NpeachbpaHO MBKICHE

(Bx. TOuka 4.3).

Tabaunua 10: BzanMone#icTBAA ¢ AHTHKOATYJIAHTH H JICKAPCTBEHH NPOAYKTH cpeiuy
TPpoMOOHTHA arperanus

HCIIBC

[ Ipunaranure 3a kpatkocpouHa ananreaus HCIIBC He ce cBbpaBar ¢ MOBMILEH PUCK

OT KbpPBEHE, KOTATO C€ NpW/iaraT CLTbTCTBALIO ¢ naburaTpaH erekcunar. [lpu

poavukuTensa ynorpebda B npoyusaHero RE-LY HCTIBC ysenuuapat pucka ot
pBeHe ¢ okos1o 50% kakTo npu naburarpaH erekcunar, Taka v rnpu BapdapuH.

Knonuaorpen

[Tpu mnanm 3apaey 30OPOBOIUN OT MBXKKH MMOJ CBITBTCTBALLOTO NPHIOKEHHE HA
1aburaTpad €TeKCHIAT U KNONUAOIPeN He € A0BENO AO AOMB/IHHUTEIHO YAB/DKABAHE
HAa BPEMETO Ha KaNWIAPHO KbPBEHE B CPaBHEHHE ¢ MOHOTEPAIHSA C KIOMUIOIPET.
Oceen ToBa AUCt,ss 1 Cmax,ss, ¥ H3IMEPHTEIIHTE HA KOArylauuaTa 3a edexra Ha

naburarpas, win nHxuOMUpaHeTo Ha TPOMOOLIMTHATA arperailiua KaTo W3MEPHTEN Ha
edeKTa Ha KNONMHAOTPEN, NO CLLIECTBO OCTABAT HEMPOMEHEHH NPH CPABHABAHE HA

KOMOMHHUPAHOTO fIeUeHUE W CHLOTBETHHUTE MOoHOTepanuu. [Ipu HaTOBapBatia 103a
300 mg unn 600 mg xionuaorpen, AUCt,ss 1 Cmax,ss Ha gaburarpan ce
nosuasar ¢ okono 30-40% (Bx. Touka 4.4).

ACK

EnnospemMeHHoTO npuiokeHrHe Ha ACK n 150 mg aaburaTpan erexkcunar asa nbTH
MIHEBHO MOXE 13 NMOBHUIM PUCKa OT BCAKAKBO KbpBeHe OT 12% no 18% u 24%
cboTBeTHO npH 1034 81 mg 1 325 mg ACK (Bx. Touka 4.4).




HUCKOMONEKYTHH
xenapuHi (HMX)

ChrbTeTBaLIaTa yrioTpeba Ha HUCKOMONEKYTHW xermapuuu (HMX), karo
leHOKCanapHH U naburaTpaH eTeKCUAT, HE € CnelHanHo npoyysada. Cnen
npeMHHaBaHe OT 3-IHEBHO JieYeHHUE ¢ €Hokcanapud 40 mg s.C. BEAHBX AHEBHO, 24
4aca cne nocneHaTa a03a eHOKCanapuH, eKeno3uuaTa Ha gaburarpad e 6una
MaJIKO NO—HHUCKA, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Cel NPWIOXKEHUETO CaMO Ha
Inaburarpan erexcunar (eaMHUyHa no3a 220 mg). HabnogasaHa € no-BHCOKa aHTH-
FXa/Flla akTUBHOCT ¢jiea NpUioKeHHe HA NadUraTpaH €TeKCHNAaT ¢ NpeBAPUTESHO
lneueHHne ¢ eHOKCANapuH B CPaBHEHHE C JIEYCHUETO caMmo ¢ JaburarpaH €TEKCHAT.
ICuuTa Ce, 4e TOBA Ce Ib/KH HA NMPOALIKMTENIHOCTTA HA edheKTa HA EHOKCanapHH
ciea neueHueTo (carry-over €eKT) U CNEAOBATENHO HE € KNIHHUYHO 3HAYHMO.
OcTaHanuTe pe3yJiraTtd OT aHTUKOArylauMOHHHU U3CIEABAHHS, CBbP3aHH C
inaburarpaH, He ca MPOMEHEHH 3HAYMMO OT JICYCHHETO C CHOKCANAPHH.

pyry s3aumMoaencTeus

Ta0oanua 11: Jpyry B3auMoaeHCTBHA

Ceaexmuenu unxubumopu Ha obpamuomo 3axeawiane Ha cepomonuna (SSRI) wiu cenexmugnu
unxubUMOpU Ha oOpamuOmo 3axeauiane Ha cepomoHuKa u Hopenuneppuna (SNRI)

SSRI, SNRI SSRI v SNRI nopHlasar pucka OT KbpPBEHE BbB BCUHMKH FPYMNK HA JIeYEHHUE B
npoy4saHero RE-LY,

Bewecmea, xoumo nogaugeam cmomauinomo pH

[TanTtonpazon  [[Ipu eaHOBpEMEHHO MpUIOKEHHE HA NA0MraTpaH €TEKCUIAT U NAHTOMNpPa3od ce
Habntonasa npubausuTento 30% namancuue Ha AUC Ha naburarpan. [laHTonpaszon u
mpyrd HHXHOWTOPHM Ha nporoHHaTta nomna (MI1II) ca npunaraiu e1HOBpEMEHHO C
nabMraTpaH eTeKCHNAT B KTHHUYHH NPOYUBAHHA U CbNbTCTBALOTO NeveHne ¢ UIII ne
M3rJex/1a 1a HaMalnsaBa ebrKacHOCTTa HA NAbUraTpaH eTeKCWIaT.

PaHHTUOMUH [IpunoxkeHUeTo HA PAHUTHAWH 3a€HO ¢ AadHraTpaH €TEKCHIAT HE OKa3Ba KIIMHHUYHO
BHa4YHM edekT BbPXY cTeneHTa Ha abcopbumsa Ha naburatpan.

B3arMoneicTBHA, CBbP3AHU ¢ MeTabonuTHUa npodun Ha aadMraTpaH eTekcunar U aaburartpan

HaOurarpaH etekcunat v naburarpaH He ce MeTabOU3MPAT OT cMcTeMaTa Ha LMTOXpoM P450 n Hamar
in vitro edekTH BLPXY HoBewkHTe LHTOXpOM P450 ensumu. Cneaosarento, ¢ gaburarpax He ce

OYaKBaT CBbP3daHH JICKAPDCTBCHH B3aUMOJCHCTBHA.

[leanaTpuyHa nonynauus

npquBaHHﬂTa 3a B3aUMOACHCTBUA Ca NnpoBCAKAaHH CaMO MNPH BB3PACTHH.

4.6 DepTHAHTET, OpEMEHHOCT H KbPMEHE

/KeHH ¢ neTepolieH noTeHuran

XeHu ¢ pereponeH noreHuHan Tpadbea na U30AreaT GPEMEHHOCT NO BPEME HA NICUEHHE C N1

bpeMeHHOCT

HUma orpaHuyieny aHHy o1 ynorpebata Ha naburatpaH nNpH OpeMEeHHH EHH. |
[lpoyuBaHuATa NpU JKMBOTHHA NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BXk. Touka 5.3). I1
PHCK IPH XOpa HE € H3BECTEH.




JlaburarpaH He TpabBa na ce npunara no BpeEMe Ha OpemMeHHOCT, OCBeH B C/lyyail Ha KaTeropH4Ha
HeOOXO0AHUMOCT.

KbpMeHe

Hsama knuHHYHK JaHHY 33 edekTa Ha aaburaTtpaH BbpXy KbpMauerara o BpeEME Ha KbPMEHE.
KbpmeneTo TpabBa na ce npeycTaHOBH MO BPEME HA JIeHEHHE C faburaTpan.

Oeprunmrer
Hsama naHHU npH xopa.

[Ipu npoyuBaHHsa BbPXY XKHBOTHH € Ha0A10JaBaH €¢eKT BbPXY PepTWIMTETA NPH KEHCKUTE oA
dopmaTa Ha HaMangBaHe Ha OpoA Ha UMITNAHTALUWUTE M MOBULLABAHE HA MPEAUMIMIAHTALMOHHHTE
3arybu npu no3a 70 mg/kg (5-kpaTHOTO HMBO Ha IUIa3MEHA €KCTIO3ULIMA NPH NalUHEHTH). He ca
HabmOAaBaHU APYTH €QEKTH BbPXY PepTHAMTETA NPH kKeHCKkHUTe. Hama rangHue Bbpxy depruinrera
npu MbKKUTe. IIpKH 103K, KOUTO ca TOKCHUYHH 3a MaidkuTe (5- 10 10-kpaTHOTO HUBO HA NJ1a3MeHa
eKCMO3ULMA MPH NALKUEHTH), NPY ILTbXOBE K 3aiLM c¢ HabMmonaBa HaAMAIABAHE HA TEJECHOTO TErJIO U
eMOpHodeTanHaTa KU3HECNOCODHOCT, 3a€AHO ¢ NOBHLIABAHE HA (ETAHUTE BapHauuH. B
MPEHATATHOTO M MOCTHATAJIHOTO NPOYyYBaHe € HabJioAaBaHO NOoBHLLIABAHE Ha deTanHaTa CMBbPTHOCT
MpH 403K, KOUTO €& TOKCHYHU 32 MaHKHTE (1033, CbOTBETCTRALLA HA 4 NBTH MO-BUCOKO HHBO HA
NNa3MeHa €KCNO3ULIMA OT HabM0AaBAHOTO NMPH NALIMEHTH).

4.7 EdexTH BhpXY cnocobHocTTa 3a WIohHpane H paboTa ¢ MAlIHHA

JlaburaTpaH eTeKCUNaT He NoBIKMABA WK NOBIHABA NpeHEOPEIKUMO CNOCOOHOCTTA 32 WOgHUpaAHE U
paboTa ¢ MaLIHHU.

4.8 HexenaHn JIeKAPCTBEHH PeaKnHH

O6001ieHue Ha mpodwuia Ha Ge30nacHOCT

HaburarpaH eTekcunar € olleHeH B KTHHHYHK H3NMHTBAHUA NPH 00LI0 MPUOIU3HUTENHO
64 000 naureHTH, OT KouTo npubauzuTenHo 35 000 nauueHTH ca neKyBaHH ¢ nadurarpaH eTekcuar.

O611o okono 9% OT NAUMEHTHTE, NIEKYBAHH 33 TVIAHHPAHO NPOTE3WpaHe Ha Ta300eApeHa WK KOAAHHA
cTaBa (KpaTKOCPOUYHO JieueHHe A0 42 aHu), 22% OT NAUUEHTHTE C MPEeaCHPIHO MBKIACHE, JIEKYBaHH 34
NPEBEHLMA HA HHCY/IT H CHCTEMEH €MOONH3BM (ABIrOCPOUHO NEUCHUE A0 3 roauHH), 14% ot
nauueHTuTe, Nekyeanu 3a JIBT/BE, u 15% ot nauneHTuTe, neKyBaHH 3a npeseHuus Ha JIBT/BE, ca
TOJIYYHITH HEXKENNaHH PEaAKLIMMU.

Haii-uecTo cboOLaBaHuTE CHOUTHA ca CyYaHu Ha KbpBEHE, Bb3HUKBALIM fpu npubnuantento 14% ot
MAaLHEHTUTE, IEKYBAHH KPaTKOCPOYHO 32 IUIAHHPAHO NPOTE3UPAHE HA Ta300¢IpeHa WK KONAHHA
cTaBa, npu 16,6% OT NAUUEHTHTE C NMPEACHPAHO MBAKIACHE, NEKYBAHH JBJINOCPOUYHO 32 NPEBCHLMUA Ha
HHCYAT U CUCTEMEH eMOO0IN3BM, 1 NpH 14,4% OT BB3pacTHUTE NAaLHEHTH, N1eKyBaHH 3a ABT/DE.
OcBeH ToBa MMa CJiyvaH Ha KbpseHe npu 19,4% OT nauMeHTHTE B UBNKHTBAHETO 33 NPEBEHLMA HA
HBT/BE, RE-MEDY (Bb3pacTHH nauueHTH), U ripy 10,5% OT nauMeHTHTE B HINMUTBAHETO 34
npeseHuna Ha JIBT/BE, RE-SONATE (8u3pacTHH nauneHTH).

Tt kaTo nomynauuuTe OT NALMEHTH, IEKYBAHH 3a TPUTE MOKA3aHHA, HE Ca CPAaBHHUMH H
KbpBeHe 0OXBalaT HAKONKO cucTemo-opraiHH knaca (COK), B 0606ueHo onucaHue
FOMAMO U HA BCAKAKBO KbPBEHE Ca pa3Npeac/iCHH Cropes NOKa3aHHWeTo | €A NOCOUYEHH
17 no-nony.




B'bl'lpEl{H ye € C HHUCK2 HECTOTa NPpH KIIHHHYHHK MPOYYBAHHUA, MOXKC 14 HACTBIIKW FOTAMO HJH TCXKKO
KbPBCHEC, KOCTO HE3@BUCHMO OT MACTOTO HA Bb3HHKBAHC MOXKC Ja QOBCAC 1O HHBAJTHAHW3HPAHC,

AKHBOTO3ACTPALLABALUO CBCTOAHHUE WIH JOPH JNICTANICH H3XO0A.

CnyChHK Ha HEXEJAHUTE peakuyuy B TabnuyeH B1A

B Tabnuua 12 ca nokazaHH HEXKENAHUTE peaKLMK, YCTAHOBEHH B NPOYyUYBAHHUATA H NOCTMApPKETHHIOBH
NlaHHH NIPH NMOKa3aHUATa NbpBHYHA npeBeHuua Ha BTEC cnen nporesnpane Ha TazodeapeHa win
KO/NSHHA CTasa, MPEBEHIIMA HA TPOMOOEMOOIHYEH UHCYIT M CUCTEMEH EMOONHIBM TPH NALIMEHTH C
npeachbpAHO MbXKAcHE, NeveHne Ha JIBT/BE n npesenuuns va JIBT/BE. Te ca rpynupasu no cucremo-
opradeH knac (COK) 1 mo 4yecTora ¢ U3n0/13BaHe Ha CleaHaTa KOHBEHLH: MHoro decTH (= 1/10),
yectd (> 1/100 no < 1/10), neuectu (= 1/1 000 oo < 1/100), peaxu (= 1/10 000 ao < 1/1 000), muoro
peaku (< 1/10 000); c HeuzBecTHA YecTOTa (OT HANWYHHTE AAHHHU HE MOXe 1a Obae HanpaBeHa

OLICHKA).

Tabanna 12;: Hexxenann peakuun

YecToTa
ICOK/TIpeanounTaH TepMuH [TbpeuuHa npepeHuMa Ha |[IpeBeHuns Ha uncynt| Jleuenue Ha
BTEC cnen nporesupane H CUCTEMEH ABT/BE n
Ha Tazo0eapeHa Wik eMbonu3bm npy [peBeHLIMs Ha
KOJIAHHA CTaBa MalUEHTH C JABT/BE
NpeaAChPAHO MBXACHE
HapyuwieHna Ha KpbBTa U AMMdHATa CHCTEMA
AHeMHA HeuecTH Yectu HeuecTH
[ToHwkeH xemornobuH YecT Heuvectn C HeussecTHa
YECTOTa
TpombouxTONEHHS Peaxu Heuectu Peaxu
floHWkeH XEMAaTOKPHUT HeuectH Peaku C Heu3BecTHA
YeCcTOoTa
HeyTponeHus C HeusBecTHa yecToTa |C HEW3BECTHa YecToTa| C HEW3BECTHA
4eCcTOTA
ArpaHynoudrosa C HeuwssecTHa wectota |C HeusBecTHa yectoTa| C HeusBeCcTHa
YeCTOTa
HapyuieHHs Ha HMYHHATa CHCTEMA
JlekapcTBeHa HeuecTH HeuecTu HeuecTn
CBPbX4YBCTBHUTENHOCT
Obpus Peaku HeyecTn HeuecTH
[lpypuryc Peaku HevecTH HeuecT
AHaduNaKTHYHa peakuHs Peaku Penku Penku
AHruoeneM Peaku Penxu Peaku
Y pTHkapHs Penku Penky Peaxu
bpoHxocnasbm C HeusBectHa vyectota |C HemspecTHa vectoTa| C HeH3BeCTHa
4YeCTOTA

Hapyiuenns Ha HepBHaTa CHCTEMa

onepaTUBHATA paHa

BuTpeuepenHa xemMoparus Penkn HeuecTH
CbAOBH HapYLIEHHA

XeMaToM HeuecTH HeuecTu

XeMoparus Peaku HeuecTy

KpbBoTeuYeHHE OT HeuecTH -

PecnupaTopHH, rPbAHH H MEHACTHHATIHH HApYIIEHHS




Enucrakcuc HeuecTH Yectu Hectu

XemodTusa Peaku HeuecTu HeuecTH
CTOMALLHO-YPEBHH HAPYLUECHHA

CToMaLIHO-4YPEBHA HeyecTH YecTu YecTuH

AbpomuHanHa bonka Peaku YectH HeuecTu

HAunapus HeuecTH YecTH HeuectH

Jncnencus Peaxu YecTu YecTH

['anene HeuyectH YecTH Heuecty

PexTajiHa XeMOparus HeuecTu HeuecTu HectH

XeMopoHaaiHa XeMoparus HeuecTH HeuecTH HeuecTu

CTomaluHO-4YpeBHA #3Ba, Peaxu HeuecTH HeuecTu

BKIIOUMTENHO e3odareasiHa

1382

["actpoezodarut Penky HeuecTH HeuectH

["acTpoesogdareanHa Peaxu HeuecTw HeuecTH

pedaykcHa fonect

[lospbLuaHe HeuecTH HeuecTH HedectH

Hucdarus Peaku HeuectH Penku
XenaroOHIHAPHH HapYLIEHUS

Hapy1uena yepHoapobHa YecTn HeuecTH Heuectn

PYHKLHA/OTKIOHEHHUS BLB

¢y HKLUMOHAIHHTE

4EPHOAPOOHH NOKA3ATE/IH

[ToBuiieHHe Ha alaHHH HevectH HeuecTH Heuectu

aMHHoTpaHcdepasara

[ToBuineHWe Ha acnaprar HeuectH HeuecTH Heuectu

AMUHOTpaHCcGepa3ara

[ToBuuieHH yepHOAPOOHH HeuecTH Peaku Heuecty

€H3UMH

XunepbwinpyouHeMus Heuectu Peaxu C HeH3recTHa

4ECTOTA

HapyluieHHs Ha KOXKaTa H NOJKOXKHATA ThKaH

KOXHH KpbBOUIIHBH HeuecTH YecTH YecTH

Anhoneuma

C Hen3BeCTHa 4ecToTa

C HeU3BEeCTHA YECTOTA

C HeuzBecTHa

4ECTOTA

Hapywednsa Ha MyCKYJHO-CKEIETHATA CHCTEMA H ChEHHHTETHATA ThKaH

XeMapTpo3a HeuectH Penkwu HeuectH

HapyuieHus Ha 6b0peurTe H MMKOYHHTE MbTHLIA

Y poreHuTaNnHa XeMoparus, HeuectH YecTH YecTH

BKIIOUHTENTHO XEMATYPHA

Obwn HapyLueHHUA H ePEKTH Ha MACTOTO Ha MPHJIOKEHHE

XeMoparvs Ha MACTOTO Ha Peaku Peaxu Penku

HHXXEKTHpaHe

Xemoparus Ha MACTOTO Ha Peaku Peaxu Peaku

NOCTABAHE HA KaTeThpa

KbpBaB cekper Peaku -

HapaHHBaHHH, OTpaBAHHA H YCNIOKHCHHA, Bb3HHKHA/IK B PC3yNTAaT HA HHTCPBCHLHH

TpasmaTH4Ha xemMoparus HeuectH Penku
XeMmoparusi Ha MACTOTO Ha Penku Penxu
MHUH3HA

[TocTnpouenypeH XxeMaToM HeuecT -




[locTnpoueaypHa xemMoparus HeuecTu -

IlocTonepaTHBHA aHEMHUSA Penku - -
[locTnpoLeaypHa CEKpeLHs HeuecTH - -
Cekpeunsa OT onepaTHBHaTa HeuecTH - -
paHa

XHUpYpruyecku H MEAUUHHCKH HHTEPBEHUHH

JlpeHaok Ha onepaTWBHaTa Penku - -
paHa

[TocTnpoueaypeH ApeHaX Peaku - -

Onucanue Ha M30paHK HEeXKenaHU peakUnu

Peaxyuu Ha Kvpeene

[Mopaau GpapmMakoIOrHYHUA MEXaHU3BM Ha ACHCTBHE yrnioTpebara Ha nadburarpaH €TeKCHIAT MOXeE Jia
Oblie CBbpP3aHa C MOBULIEH PUCK OT OKYJITHO WM BUAUMO KBbPBEHE OT KOATO M 14 € TbKaH WIH OpraH.
[IpusnauuTe, CUMATOMUTE ¥ TEXkKECTTA ( BKIIOMMTENHO U JIETANICH U3X0/) BapHpaT crnopea MAacToToO U
CTENEeHTa WK 00XBaTa HA KbPBEHETO WKWK aHeMuATa. B KnMHHYHUTE NPOYUYBAHHUA MYKO3HOTO
KbpBeHe (Harp. CTOMalLHO-4PeBHO, FEHUTOYPHHAPHO) € HabN01aBaHO NO-4eCTO MPH ABIArOCPOUHO
neuyeHHe ¢ gaburatpaH eTekcunar, B cpaBHeHue ¢ sieyeHHe ¢ ABK. Taka, B aonbiaHeHHe KkbM
NOOXOAALLO KIMHHYHO HaboaeHHe, nabopaToOpHOTO U3CNEABAHE HA XeMOTrTOOHH/XeMaTOKPHT €
LUEHHO 3a OTKPHBAaHE HAa OKYNTHO KbpBEHE. PUCKBT OT KbpBEHE MOXKE A2 C€ NOBHLLH NPH ONpeleSeHH
rpyny NalHeHTH, HANP. T€3H, KOUTO UMAT YMepeHO 0b0pevHO yBpeKAaHe W/WIH €A Ha ChITbTCTBALLO
neyeHue, 3acarawio XeMoCcTasara, Wid CHIHHU P-gp nHxubutopu (BX. To4ka 4.4 XeMOparuyeH prck).
XeMOparuyHUTe YCNOXHEHUR MOXKE J1a ce NPOosABAT KaTo cnadboct, HneaHoct, 3aMasHocT, rhasobonue
WK HEOOACHUMO NOAYBaHe, NUCTIHEA H HEOOACHHUM LIOK.

CpolliaBa ce 3a MO3HATH YCIIOKHEHHA ¢ KbPBEHE, KATO KOMIMAPTMEHT CHHAPOM M ocTpa OubpeuHa
HEeJOCTATBYHOCT NOpajyu nopaau xunonepdysus U CBbp3aHa C AHTUKOAryJIaHTU HeQponaTUa nNpH
nauueHTy ¢ Npeapasnosaralii puckoeu ¢hakTopu, BbB Bpb3Ka ¢ JaburaTpaH erekcuar.
CreanoarenHo, TpAdBa Aa ce OTYMTA BEPOATHOCTTA 33 XEMOPArua NpH OLEHKATa Ha CbCTOAHUETO HA
BCEKM AHTMKOAryNMpPaH MauHeHT. 3a Bb3pacTHH NALMEHTH UMA HATKUYHO CneunPUYHO
HEYTPAIM3UpaLLO CPEICTBO 3a AabMvrarpaH, naapyuusymad, B ciyqail Ha HEKOHTPOIUPYEMO KbpPBEHE
(BX. TOuKa 4.9).

[Tvpeuuna npesenyua na BITEC npu opmoneouuna xupypeus

Tabnuua 13 nokazea 6pos (%) Ha naLKUeHTHTE C KbpBEHE, KaTO HEXeNaHa JIEKapCTBEHA PEeaKLHA Mo
BPEME Ha NEpUOLA HA JICUEHHE B JIBETE OCHOBHH KIIMHHYHH NMPOYyUYBaHHKA 3a npescHUna Ha BTEC, 8
3aBUCHMOCT OT A03aTa.

Tabauna 13: bpoii (%) nanHeHTH ¢ KbpBeRe, KATO HEXKEJIAHA JICKAPCTBEHA peaKnus

Haburartpan erekcunar | Jlaburarpan erexcunar EHokcanapun
150 mg peaHBbK AHeBHO | 220 mg BeOHBK AHEBHO
N (%) N (%) N (%)
JIeKyBaHU MALUEHTH ! 866(100,0) 1 825(100,0) 1 848 (100,0)
TonsaMo KbpBEHE 24 (1,3) 33 (1,8) — =
BcAkakBo KbDBEHE 258(13,8) 251(13,8) 247

IIpesenyus Ha MO3BYEH UHCYIM U CUCMEMEH eMOOUZbM RPU 8B3PACMHU NAYUCHMY C

UAU nogeye PUcKosu gaxmopu




Tabnuua 14 nokaspa chOUTHATA HA KbPBEHE, pa3fnpeac/ieHH KaTo CbOMTHA HA MOAAMO W HA BCAKAKBO
KbPBEHE B OCHOBHOTO NMPOYUYBAaHE, H3CIEABALLO NPEBEHUKATA Ha TPOMOOEMOOAHYEH HHCYIT H
cHCTeMEH eMOOTH3IBM NMPH MAUKEHTH ¢ NMPEACHPAHO MBXKIEHE.

Tadauna 14: Cr0ATHA HA KbpBEHE B NPOYYBaHe, H3C/EABAIO NPEBEHIIHATA HA
TpomMOoeMOOIHYEH HHCYJIT H CHCTEMEH eMD0IN3LM NPH NAIHEHTH ¢ NPEAChPAHO MBAKACHE

Haburatpan erexcunar | HaburartpaH erexcunar Bapdapun
110 mg aBa MbTH AHEBHO 150 mg aea nbTH
IOHEBHO
PanaoMu3KMpaHH NaLHeHTH 6015 6 076 6 022
[ OIIMO KbpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BuTpeuepenHo KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)

4 kbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ eraneH u3xoa 26 (0,22%) 30 (0,25%) 42 (0,36%)
Manko KbpBeHe 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcAkakBo KbpBEHE 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panaomMusupaHo npoyuBaHe, Npy NauMeHTUTE, npueMaiy naburarpad erekcunar 110 mg aga nbTu
OHeBHO Wi 150 mg ABa NbTH AHEBHO € CHLUECTBYBAJI 3HAUUTENHO MO-HUCHK PUCK OT
’>KHBOTO3aCTPaLlaBaLL0 KbPBEHE H BbTPEUEPENHO KbPBEHE B CPaBHEHHE C TE€3H, NPpUEMaTU BapdapHH [p
<0,05]. M npu apeTe KOHUEHTpALUMHU Ha JaburaTpaH €TEKCHNAT € UMANO H CTATHCTUYECKH 3HRUHUMO MO-
HHCKa 001112 YecToTa Ha KbpBeHe. [Ipu nauneHTHTe, NpHemany paHaoMu3aupaHo | 10 mg naburarpasu
€TEKCUJIAT JBa MbTH JAHEBHO € CHLUECTBYBAI 3HAYHTEITHO NMO-HHCBK PUCK OT FOMAMO KbPBEHE B
cpaBHeHHe ¢ BapdapHH (koepuuneHT Ha pucka 0,81 [p=0,0027]). Ilpn nauneHTHTE, NMpHEMANH
paHaoMusdpaHo |50 mg naburaTpan eTekcunart ABa NbTH AHEBHO € CLLUECTBYBA 3HAYMTEIHO NO-
roiaM puck ot CY knpBeHe B cpaBHeHue ¢ BapdapuH (koeduuueHT Ha pucka 1,48 [p=0,0003]). To3u
edexT e HabnogaBaH rMaBHO NPH NALMEHTH 275 roAWHH.

KnnHnyHaTa non3a ot gaburaTpaH no OTHOLICHUE HA MPEBESHLUUATA HA HHCYIT H CHCTEMEH eMOONH3BM
H NOHWXKEHUAT PUCK OT HHTpakpaHuanHa xemoparua (MKX) s cpasHeHue ¢ papdapuH ce 3ana3sar npu
OTAESHHUTE NOArpyINH, Hanp. Ob6peuHo yBpexaaHe, Bb3pacT, CbIbTCTBALLA YrioTpeda Ha NeKapCTBeHH
NPOAYKTH KaTo Hanp. aHTUTpoMOoTULM My P-gp HHXHOKTOPH. JlokaTo HAKOH NOArpyNnH NMauUeHTH ca
C MOBHILUEH PUCK OT FOJAMO KbPBEHE, KOFaTO ¢a NEKYBaHH ¢ aHTHUKOAryaHT, MOBULUEHHUAT PUCK OT
KbpBeHe npu AaburatpaH erekcwnar ¢ cebp3aH cue CUY kbpBeHe, oOMKkHOBeHO HaOmoaaBaHa npes
nbpeyTe 3-6 Mecewa Cnel 3ano4YBaHe Ha AeHEHHeTO ¢ NabHraTpaH €TeKCUNaT.

Hevenue na BT u BE, xaxmo u npesenyusn na peyuoueu na [{BT u bE npu ev3pacmuu nayuenmu
(IBT/BE)

B Tabnuua 15 ca nocoyernu cuduTHa Ha kbpBeHE OT 00001eHHTe oCHOBHH npoy4BaHus RE-COVER u
RE-COVER II, B xouto ce nanurea neueHneTo Ha JIBT v BE. B cbopuute npoyusatua, cbOMTHATA Ha
MbPBHYHHWTE KpalHU TOUYKH 3a 6€30NnacHOCT ,,I'0N1AMO KbPBEHE, MOIAMO HJIH KITHHHYHO 3HAYHMO
KbpBEHE W BCAKAKBO KbpBEHE™ ca 3HAUMTENHO MO-MAJIKO B CpaBHEHUE C BapdapHH MPH HOMHUHATHO

anga HuBO 5%.

Ta6auua 15: Cu6uTHA Ha KbpBeHe B npoyusannata RE-COVER u RE-COVER 11, B xonTO ce
n3nuTea JevdeHHeTo Ha BT u BE

HaburarpaH eTekcuaart Bapdapuu
150 mg aBa mbTH
OHEBHO

[TaueHTH, BKIIOUYEHH B 2 456 2 462
laHann3a Ha 6e30nacHoCTTa




KbpBCHC

KbpBEHE/KJTHHHYHO 3HAUYUMO

ICLOUTHA HA rOAAMO KbpBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
BbTpeuepenHO KbpBEHE 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
["onamo CH kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
PKuBoTo3acTpaiuaBauio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE

ICuOuTHA Ha roMsaMo 109 (4,4%) 189 (7,7%) 0,56 (0,45, 0,71)

BcAkakBO KbpBEHE

354 (14,4%)

503 (20,4%)

0,67 (0,59; 0,77)

Besikakso CH kbpBene

70 (2,9%)

55 (2,2%)

1,27 (0,90; 1,82)

CHOUTHATA Ha KbPBEHE NPH ABETE JIEUEHUS Ca OTUWTaHH OT MbPBUA MPHEM Ha AaburaTpaH eTeKCHNar
Wiu BapdapuH cite] NpexparaBaHe Ha NapeHTepaiHaTa Teparnus (NeprHoJ CaMoO Ha NEPOPATHO
neuyeHue). ToBa BKAIOYBA BCHYKH CLOMTHA HA KbPBEHE, Bb3HUKHAIM NO BPEME HA TEpATMATA C
naburarpaH eTekcHiaT. BKkinioueHH ca BCHUKH ChOMTHUSA Ha KbpBEHE, Bb3HHKHANMU 1O BpEME Ha
TepanuaTa ¢ BapdapuH, OCBEH OHE3H, KOMTO Ca Bb3HHUKHAIIM [10 BPEME HA MEpUOLa, B KOUTO ce
3aCTBHIIBAT JEYEHHETO ¢ BaphapuH M NapeHTepalHaTa TepanuA.

B tabauua 16 ca nocoyeHH JaHHHK 3a CbOMTUA HA KbpBEHE B OCHOBHOTO npoyusaHe RE-MEDY, B
KOeTo ce u3nuTea npeseHuMATa Ha JIBT u BE. Hakou cuOuTHg Ha kbpeeHe (CHOUTHA Ha roasmo
kbpseHe (CI'K)/knuHUUHO 3HauMMO kbpeeHe (K3K); BcakakBO KbpBEHE) Ca 3HAUMTEITHO NO-MAJIKO TIPH
HOMMHATHO anda HUBO 5% NpH nNalUWeHTH, NpHeMatn 1aburaTpaH €eTeKCUnaT, B CpaBHEHUE C Te3H,

npHeMatH BapgapuH.

Tadoauna 16: CrOnTHA HA KbpBene B npoyusane RE-MEDY, B x0eT0 ¢e R3IIHTBA DPEBEHIHATA

na /IBT n BE
Haburarpan erekcunar BapdapuH KoedununeHT Ha pucka
150 mg apa NbTH cnpamo eapdapux
JHEBHO (95% noeepurenex
HHTEpBA)
UleKyBaHW NaLHEHTH | 430 1426
CbOHTHA Ha ronsiMO KbPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25, 1,16)
BrrpeuepenHo KbpBEHE 2 (0,1%) 4 (0,3%) He mMoxe na Obvae
H3YHCIEH™
I 'onamo CY xbpBeHe 4 (0,3%) 8 (0,5%) He Moxe na 6bae
H34yucacH*
JKuBOTO3acTpalIaBallo 1 (0,1%) 3 (0,2%) He moxe na 6vaoe
KbPBEHE H3YHCIICH™
C1x0uTHA Ha ronaMo 80 (5,6%) 145 (10,2%) 0,55(0,41,0,72)
KbpBEHE/KIIHHHYHO 3HAYUMO
KbpPBEHE
BcakakBO KbpBEHE 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
BcakakBo CH kbpaeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP ne moxe na 6bae H34HCIEH NOpaay NUNncaTa Ha CbOHTHE B KOATO H [1a € KOXOPTa/N1CUEHHE

B Tabnuua 17 ca nocoueHHU NaHHH 3a ¢HbOUTHA HAa KbpBeHe B OCHOBHOTO npoyuBaHe RE-SO
koeTo ce n3nutea npeeeHumaTa Ha JIBT n BE. Yecrorara Ha komOuHauuara CT'K/K3K u
KbPBEHE € 3HAYUTE/IHO NO-MaJIKa NPH HOMUHAIHO anda HUBO 5% NMpU NALUMEHTH, NPHEM

B CPaBHEHHE C TE3U, NMpYEMany 1aburaTpaH €TEKCHIAT.




Tadauna 17: CuOuths HA KppBene B npoyuBane RE-SONATE, B koero ce n3nnrTBa
npepesunnrta Ha [ABT u BE

Haburatpan etekcunar [Inaunebdo Koeduuuent Ha pucka
150 mg aBa mbTH cnpaMo riauebdo
JIHEBHO (95% nosepureneH
WHTEpBaJ)
UlekyBaHH NalHEHTH 684 659
ICHOUTHA Ha roJIAMO KbpPBEHE 2 (0,3%) 0 He moxe 1a Obae
W3YHCIIEH *
BbTpeuepenHo KbpBEHE 0 0 He Moxe ga 6bae
u3uucseH *
I'onamo CY kbpBeHe 2 (0,3%) 0 He moxe na 6bae
H34YMCIIeH *
JKuBorozacTpaluasaiio 0 0 He Moxe na 6bae
KbpBEHE M34HC/IEH *
IC1O0UTHR HA TONAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43;5,07)
KbpBEHE/KIAHHUHYHO 3HAYHMO
KBPBEHE
BcsakakBo KbpBeHe 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
Besakakso CY kbpBeHe 5 (0,7%) 2 (0,3%) 2,38(0,46; 12,27)

*KP He Moxke 1a Ob1e U3UHC/IEH NOPaaM JIMNCaTa Ha ChOMTHE NPH KOETO U 3 € OT JICUCHHUATA

Aepanyiroyumosa ¥ Heymponenus

ArpaHynoUHMTO3a M HEYTPONEHHA ¢a ChOOLABAHK MHOIO PAIKO €€/l pa3pellaBaHe 3a ynorpeda Ha
naburarpaH eTekCHNAT. Thid KATO HEXKENAHUTE PpeaKLUKWH ca cboOLIaBaHK NPH NOCTMAPKETHHIOBOTO
HaOnoaeHe OT MOMyIaUMs C HEYCTAHOBEH pa3Mep, YeCTOTaTa UM HE MOXKE Aa Obiie AOCTOBEPHO
onpeaeneHa. YecTorara Ha cboOLLUABAHE € M3YMC/ICHA HA 7 CbOMTHA HA 1 MHUITHOH MALIMEHTOrOAMHH 3a
arpaHy/IouMTo3a U 5 cbOUTHA Ha | MHUIIMOH NALIMEHTOrOOUHH 33 HEYTPONEHHA.

[leanaTpyuHa nonmynauus

be3zonacHocTTa Ha faburarpad erekcunar npu nevenuero Ha BTEC v npeBeHuura Ha peruanBupauiu
BTEC npu neanaTpHyHH NalHEHTH € NpoyyYeHa B aABe uinureanua ¢aza [II (DIVERSITY u 1160.108).

O6u10 328 neaMaTpH4HU NALIMEHTH ca NeKyBaHH ¢ naburarpan erexcunat. [launenTure ca
MOSYy4YaBaIu AAANTHPAHH CAOPE Bb3PAcTTa H TENECHOTO TEMIO JO3H OT cH0o0Opa3cHa ¢ Bb3pacTTa
nekapcTBeHa (hopMa Ha aduraTpaH eTeKCHIAaT.

Kato uano ce ouaksa npopuiabT Ha 6€30MacHOCT NPH ACUA Aa € CbLUMAT KaTo MPH Bb3PaCcTHH.
O6wwo 26% oT negHaTpHUHKMTE NALUMEHTH, NeKyBaHHU ¢ faburarpan erekcunar 3a BTEC u 3a
npeseHUUMA Ha peurausupaiid BTEC, ca nonyyuny nexxkenaHy peakumu.

Cnucvk Ha Hexcesauume peaxyuu 8 mabauven 6uo

B Tabnauua 18 ca nokasaHu HexenaHMTe peakidi, YCTAHOBEHH B NMPOYUYBaAHHATA NpH j1eueHue Ha BTEC
U npeseHUNA Ha peunavsrpad BTEC npu neanatpruyHy nauMeHTH. Te ca rpynupaHH 1o cUcTeMo-

opradeH knac (COK) 1 no yectoTa ¢ M3NOA3BaHE Ha C/IeAHATA KOHBEHLMA: MHOTO YecTH (=1/10), wectn
(=1/100 no <1/10), Heuectu (=1/1 000 no <1/100), peaku (=1/10 000 no <1/1 000), MHOrO peaku
(<1/10 000), ¢ HenzprecTHa 4YecTOTa (OT HANHYHUTE AaHHM HE MOXKE Aa ObJic HanpaBeHa OUCHKA).

Tabnauna 18: Hexenand peaknun

YecToTa
COK/TIpeanounrad TepMHH neuenne Ha BTEC u npeseHums Ha




Hapywenusa Ha KpbBTa M IMMQHATA CUCTEMA

AHemus YecTH
[ToHnaxen xemMornobHuH HeuecTH
TpoMbouHTONEHNA YectH
[loHWKEH XEMATOKPHT HeuecTu
HeyTtponenus HeuecTH
ArpaHynouHTO3a C HEM3BECTHA YECTOTA

Hapywenus Ha HMyHHaTa CUCTEMA

JlekapcTBeHa CBPbXUYBCTBHTENHOCT HeuecTH
Oo6pus YectH
[lpyputyc HeuectH
AHajdunakTH4YHa peaKkLus C Heu3BECTHA HeCTOTA
AHruoeaem C HeusBecTHa YecToTa
YpTukapus YecTH
bpoHxocna3zbM C Heu3BecTHa yecToTa
HapyuieHus Ha HEpBHATaA CHCTEMA
BbTpedepenHa xemoparug HeuecTH
CBbA0BH HapyLIEHHUS
XeMaToM YectH
Xemoparus C HeH3BecTHa 4yecTOoTa

PecnHpaTOpHH, MPbAHH H MEIHACTHHAIHK Hapy LICHHUS

Enucrakcuc Yectu
XeMogTH3a HeuecTtu
CTOMaLIHO-YPEBHH HAPYLUEHHS
CTOMAaLIHO-4YPEBHA XEMOPparis Heuecty
AbaomHHanHa bonka HeuvecTH
HAunapus YecTH
Jncnencus YectH
["aneHe Yectu
Pexranna xeMoparus HeuyecTH

XeMopoHJanHa XeMoparus

C Heu3BeCTHa uecroTa

CromMalHo-4peBHa A3Ba, BKIKOUHUTENHO
e3odareanHa a38a

C HeM3BeCTHA 4ecToTa

["acTpoezodarur HeuectH

"acTpoesodareanta pedyxcHa bonect UectH

IloBpbuiane YecTu

Hucdarus HeuecTw
XenaToOHIHApHH HApYyUIEHHS

Hapyiuena wepHoapobHa C Heu3BeCTHA YECTOTa

pyHKUHA/OTKIOHEHHA BLB

¢yHKUHOHANHUTE YEPHOAPOOHH

[losuiueHHWE Ha aNaHHH Heuectn

[loeuinenne Ha acnaprar HeuectH

aMHMHOTpaHcdepasara

[loBuilieHH YepHOAPOOHH €H3UMH YecTn

XunepdwinpyonHemus HeuecTu
HapylueHHs Ha KOXKaTa H NOJKOKHATA ThKAaH

Ko)kHH KpBBOKUIHBH HeuecTH

Anoneums YectH

H&E}’ HIEHHUA Ha MYCKYJITHO-CKEJICTHATA CHCTEMA H ChE€IJWHHTE/IHATA ThKaH

Xemaprposa

C HeU3BeCcTHAa 4YecToTa

Hapyienns Ha 6p0peiyTe M NMKOYHHTE NMbTHILA




Y poreHuTaiHa XxeMoparus, Heuectu
BKJIIOMHTEHO XEMaTYpHS

O011M HapyLUeHHs H e(PEeKTH HA MACTOTO Ha MPHIIOKEHHE
XeMoparua Ha MACTOTO HA MHXKECKTHpPaHe C Heu3BecTHa YecToTa
XeMoparua Ha MACTOTO HA NOCTABAHE Ha C Heu3BECTHA YECTOTA
KaTreTbpa

HapaHsaBaHHa, OTPaBAHMS H YCIOKHEHHUSA, Bb3HUKHANH B PE3YNTAT HA HHTEPBEHLIUH
TpasmaTnuHa xeMoparus Hevectu
Xemoparusa Ha MACTOTO Ha MHLIM3WUA C Heu3BeCcTHA YecroTa

Peaxyuu na xvpeete

B ase w3nuTBanua ¢aza lIl npn nokasaruero nevyeHue Ha BTEC v npeBeHUMA Ha peuHAHBHpALLH
BTEC npu neanatpvuHH nauveHTH oowo 7 naunedTH (2,1%) ca uManu cbOMTHE Ha ronaMo KbpseHe,
5 naunenTH (1,5%) ca uManu cHLOUTHE HA KITHHHYHO 3HAYHMO HErONAMO KbPBEHE, a 7 NauUeHTH
(22,9%) ca uManu cebHUTHE HA He3HAaYUTENHO KbpBeHe. KaTo uano yecrtorata Ha cbOUTHATA Ha
KbPBEHE € NMO-BUCOKA NMpH Mo-sb3pacTHata rpyna (12 o <18 roaunn: 28,6%), OTKOJIKOTO B rpynure ¢
no-Manka Bb3pacT (OT paxaaHeTo A0 <2 roauuu: 23,3%; 2 ao <12 roaunu: 16,2%). I'ongmo unu
TEKKO KbpBEHE, HE3aBUCHMO OT MACTOTO HA BL3HUMKBAHE, MOXKE N3 A0Bee A0 HHBATHAK3IUPAHE,
’KMBOTO3aCTPALLABALLO CHCTOSHHE WK JOPH JIETANICH U3XO0.

CrobiaBaHe Ha NOAO3HPAHY HEXKENAHH pEaKUHH
Cpo0OwasaseTo Ha MNOAO3HPaHH HEXKEJIaHW PEaKLIMH CliEA pa3peluaBaHe 3a ynorpeba Ha JiekapCTBEHHUS

MPOAYKT € BaXKHO. TOBa NO3BONABA a NPOABL/LKH HAOMIOAEHHETO HA COTHOLIEHHETO MOA3/PHCK 32
NeKapCTBEHUA NPoRYKT. OT MEAUUMHCKUTE CNEUHANUCTH C€ U3MCKBA Aa CbOOLIABAT BCAKA
NOJO3MpaHa HeXKelaHa peakuMs upes

M3nbaHWTENTHA areHUMA NO JiekapcTBarta

yn. ,,JdamaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yeGcaiiT: www.bda.bg.

4.9 [Ipeao3zupaue

HDBH ,II&GHI"R’T]J&H CTCKCHUIIAT, HaaBHLIABAUH NPCIOPBPHYHHATCIIHHUTE J03H, HAJTAIraT nallHCHTa Ha INOBHLUICH
PHCK OT KbpPBCHC.

[Ipn cbMHeHHe 3a NPeAo3UMpaHe NPOBEXKAAHETO HA KOATyIaUMOHEH TECT MOXE 3 MOMOrHe 3a
onpeaeNisHe Ha pyucka OT KbpBeHe (BX. Touka 4.4 u 5.1). KanuOpupan konnuectsen dTT TecT wnu
MHorokpaTHH dTT namepBanusa no3BONABAT NPSABHIKAAHE HA BPEMETO, KOraTo wue ObaaT JOCTHIHATH
onpeaeneHy HHBa Ha naburarpan (BK. Touka 5.1), ChUIO B Cnyuan ye ca NpEANPHETH JOMBIIHHTENHH
MEPKHW — Hanp. avanuia.

[IpekomMepHaTa aHTHUKOAryJauMa MOXeE Ja H3HUCKBA MPEYyCTAHOBABAHE HA JIEUEHUETO ¢ naburarTpax
etekcuaar. Thid KaTo gaburarpaH ce eKCKpeTHpa NpeayMHo upes 610peunTe, TpabBa na ce noaabpxa
AOCTaTbYHA AMYype3a. Tbi KaTo CRBPIBAHETO C MPOTEHHH € B HUCKA cTeneH, aburarpaH Moxke aa 6bae
AHATH3HPAH; HMA OTPAHHYEH KIIMHHYEH ONUT, ASMOHCTPHPALL, 1ToN3aTa OT TO3U NMOAXO0A B KIHHHYHH
Nnpoy4BaHHa (BX. TOuka 5.2).

OBnaagsaHe Ha YCAOKHEHHUA € KbpPBEHE

B cnyuait Ha xeMOpard4HHM yCIOXKHEHHS leHeHHeTo ¢ JaburarpaH erexcuaar Tpadsa aa LSRRI
NpeyCTaHOBEHO, a MPHYHHATA 3a KbpBEHETO — H3cneasaHa. [1lo npeueHka Ha neKyBalnA e?_a HBy T
3aBUCHMOCT OT KJIMHHYHATA CHUTyauUusa TpAOBa Ja ce npeanpHeMe Noaxoaauio noaabpixka g

oies :-

\ PE:}*? .




KATO XUPYPruYHa X€MOCTa3a WK 3aMeCcTBaHe Ha KPbBEH 0deM.

[1pn BB3pacTHH NALMEHTH B CNy4aH, KOraTo € HeoOX0AMMO ObP30 HEYTPAIH3IHPAHE HA
AHTHKOAryJJAHTHHA e(eKT Ha naburaTpaH ETEKCHUIAT, MOXeE /1a ce H3N0JI3Ba CreliHPUUHOTO
HEeYTPaNM3upaulo cpeacTeo (Haapyun3syMal), KoeTo aHTaroHu3upa papmakoaMHaMHYHHAA ePEKT Ha
nadburparaH eTeKCHIAT.

EduxacrHocTTa M 6e30nacHocTTa Ha YaapyLUu3ymad He ca YCTAHOBEHHM MpH MNeaHaTpU4HH NaLUeHTH
(BXx. TOUKa 4.4).

Moske Aa ce uMa NPEABK/, NPUAAraHe Ha KOHLIEHTPATH Ha KoaryjJauMoOHHH $akTopH (aKTHBHPAHH HIH
HEAKTHBUPAHH) WU pekoMOuHaHTeH akTop Vila. IMa HAKOM ekcnepHMEHTATHH 10KA3aTe/CTBa B
MOAKpeNa Ha posiaTa Ha Te3H NEKAPCTBEHH NPOAYKTH B OOPBLUAHE HA AHTHUKOAryNaHTHUS €PEKT Ha
naburarpaH, HO JaHHHUTE 3a NOJ3aTa UM B KJIMHUYHH YC/TOBHA, KAKTO H 32 Bb3MOXKHHA PHCK OT
pubayHa TpomboemMObonn3IBM, Ca MHOIO orpaHiuyeHy. Koary1auMoHHUTE TECTOBE MOIaT Aa CTaHAT
HeHaaeXQHHU CNel NPUIOKEHHE HA NPENOPbUHTEIHUTE KOHUEHTPATH Ha KOoaryJauHoHHH (GaKTOpH.
Tpabsa aa ce BHMMaBa NpH THAKYBAHETO Ha Te3HW TecToBe. TpadBa Aa ce oOMHCAH NpuoKeHHe Ha
TpoMOOUWTHA Maca B CJIyYanTe, KOraTo HMa TpOMOOUMTONEHUA WK ca O H3NOA3BaHH
ABIroAeHCTBALIA AHTHTPOMOOTHUYHH IEKAPCTBEHH NPOAYKTH. LIAN0TO CHMNTOMATHYHO IEUEHHE
TpsiOBa a ce Mpuaara no NPeUcHKa Ha JeKaps.

B 3aBUCHMOCT OT MECTHHUTE Bb3MOKHOCTH, TpﬂﬁBﬂ 1a ¢ce OOMUCIIH KOHCYITAlHA CbC CTNICUHATIHCT B
Cﬂyqﬂﬁ Ha ronaMo KbpPBCHC.

5. ®APMAKOJIOTHYHHA CBOMCTBA
3.1 PapmMaKoIHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: aHTHTPOMOOTHYHH CPEACTBA, AUPEKTHH TPOMOUHOBH UHXHOUTODM,
ATC kon: BOTIAEOD7.

MexaHu3bM Ha 1eHCTBRUE

JlaburaTrpaH eTeKCHIaT € Mallka MOJIEKYJ/1a NMPELJIEKapCTBO, KOETO HE NOKa3ea papmMakonoruyHa
akTHBHOCT. Cnea nepopaiiHO NpHAoKeHUue aadburaTpaH erexcunar ce abcopdbupa 0Lp30 M ce npespblua
B Aa0HrarpaH 4pe3 Katanu3vpaHa OT ecTepa3a XHAPO/IM3a B MU1a3MaTa U B YepHus gpo06. [aburatpan e
MOLLIEH, KOHKYPEHTEH, 00paTUM, THPEKTEH TPOMOUHOB HHXHOHUTOP KW € OCHOBHOTO BELLIECTBO ¢
AKTUBHO NE€HCTBUE B [UTa3MaTa.

Tvit kaTo TPOMOHHBT (CEpUHOBA MPOTEa3a) NO3BOJIABA NPEBPLILAHETO Ha PUOPHHOreHa BbB (GHOPHUH B
X0/[a Ha KoaryJaluHOHHAaTa Kackaaa, MHXHOUpaHeTO My NpeaoTspaTasa 00pa3yBaHeTO Ha ChCHpEK.
JlaburarpaH uuxubupa cBoboaHua TpoMOHH, GHOpHH-CBBP3aHHA TPOMOUH H TPOMOUH-HUHAYLIMpAHATA
TpoMOOLMTHA arperaums. '

DapMakoI¥HaAMHUUYHH KTH
In vivo H ex vivo npOy4YBaHUsS NPH XKUBOTHH AEMOHCTPHPAT AaHTHTPOMOO3Ha e(UKACHOCT H
AHTUKOAryJaHTHA AKTHBHOCT Ha JabHraTpaH cned HHTPaBEHO3HO HPWIOKEHHE H Ha aaduraTpax

€TEKCHNAT ciel NepopaHO MPUIOMEHHE NPH Pa3IMYHH XKUBOTHHCKH €KCNEPHUMEHTATHH MOIC/TH Ha
TpomOO03a.

gpeme (TB), EBC, kaxkro u aPTT.

Kannbpupanuar konuvecTBeH TecT Ha TB upes paspexnane (dTT) naea ouexxa 3a nn
KOHLIEHTpALMA Ha aburaTpaH, KOATO MOXKe Ja Obje cpaBHEHA C O4AKBAHKTE TU1a3MEHH




Ha naburarpan. B cnyuaii ye kanuGpupanunat dTT TecT noxaxke pe3yaTar 3a riiaameHara
KOHLIEHTpaLHa Ha AaburaTpaH, KOWTO € Ha UK NOJ rPaHHLATA HAa KOJHUYECTBEHOTO ONpPEAE.IsiHE,
cie/Ba Na ¢€ OOMUCIM NPOBEXAAHE HA AOMbAHHTETHO H3C/ICABAHE HA KoarynauuaTa, Hanpumep TB,

EBC unu aPTT.

EBC Moxe 1a OCHIypH AMPEKTHA OLEHKA HA aKTUBHOCTTA Ha AHPEKTHUTE TPOMOUHOBH UHXHOHTODH.

TectbT aPTT € uHpoKO JOCTBNEH U NNOKa3Ba NPUOIU3MTENHO AHTHKOAryTaHTHATA HHTEH3UBHOCT,
gocturuiata ¢ nadburarpaH. Obaue, aPTT TecTbT HMa orpaHnyeHa HyBCTBUTENHOCT H HE € NoaxoasLl 3a
TOYHO KOJIMYECTBEHO ONpee/iaHE HA AaHTHKOATIyIAHTHHA €(deKT, 0COOEHO NMPH BHCOKH IUTa3MEHH
KOHUEHTpaurHu Ha faburatpaH. Bunpeku uye Bucoky ctoiiHocTH Ha aPTT Tpadsa aa ce Tenkysar ¢
MOBHILEHO BHUMAHHE, TE MOKA3BAT, Y€ MALKMEHTBLT € aHTHKOArynMpa.

Kato usano, Moxe Ja ce NpUeMe, Ye T3 NOKA3aTe/IM 3a aHTHKOAryJ1aHTHA aKTHBHOCT MOrarT Ja
OTpa3AT HUBATA HA Aa0MUraTpaH, KakTo K [a NpeJoCTaBAT HACOKH 33 OLUEHKATa Ha PUCKA OT KbPBEHE,
T.e. HaJ 90-MA nNepceHTHT Ha Hali-HHCKWTE HMBA Ha faburaTpaH Unu KoarynauHoHeH TeCT, KaTo Hak-
HBCKH W3MepeHHu cToiHocTH Ha aPTT (3a nparosere Ha aPTT exk. Touka 4.4, TabnHua 6), Moxe faa ce
acOLHHpa C NMOBHULLIEH PUCK OT KbpPBEHE.

[Tvpeuuna npesenyusa na BTEC npu opmoneduuna xupypeus

CrauyoHapHaTa cpeiHa reOMETpHYHA NHKOBA IU1a3MEHa KOHUEHTpauus (cnel aeH 3) Ha naburarpan,
H3MEPEHa OKOJIO 2 Yaca cnea npuioxkenue Ha 220 mg naburarpad erexcunar, € 70,8 ng/ml, ¢ rpanuim
35,2-162 ng/ml (B uHTEpBaNa 25-TH-75-TH nepceHTUN). CpeaHara reOMEeTpHYHA HaAH-HUCKA
KOHUEHTpauusa Ha aaburaTpaH, u3MepeHa B Kpas Ha J030BWA UHTEpBan (T.€. 24 yaca cnej gosa
naburarpan 220 mg), e cpeado okono 22,0 ng/ml, ¢ rpanuum 13,0-35,7 ng/ml (B vHTEpBana 25-Tu-75-
TH NEPCEHTUN).

B eaHo cneuyanHo Npoy4BaHe caMO Mpy NauMeHTH ¢ yMepeHo 0bu0pevHo yBpexaaHe (CrCL 30-

50 ml/min), nekysaHu ¢ aaburarpan erekcunar |50 mg BeaAHBK AHEBHO, CpeAHATa reoMeTpHUYHA Hak-
HHCKA KOHLIEHTpalug Ha naburaTpaH, U3MepeHa B Kpas HA N030BUA UHTEpBat, € cpeano 47,5 ng/ml, ¢
rpaHuuu 29,6-72,2 ng/ml (B uHTreppana 25-tu-75-tH nepceHTHN).

[lpu naumeHTH, NekyBaHn ¢ 220 mg naburaTpaH eTekcHUNaT BEANBXK AHEBHO 3a npeseHurs Ha BTEC

cnep mpotesdpaHe Ha TazobepeHa WK KONAHHA CTaBa,
- 90-UAT NEPCEHTH HA HaM-HUCKHUTE MNa3MEHH KOHUEHTpauuu Ha aaburatpal € 67 ng/ml, (20-28

yaca cJe npYeMa Ha NpeauLIHaTa 103a) (BXK. TOUkH 4.4 u 4.9),
- 90-naT nepceHTUN HA HaH-HUcKuTe cToiiHOCTH Ha aPTT (20-28 yaca cnen npuema Ha
npeauiHaTa 03a) € 51 cekyHau, Koeto € 1,3 mbTH Haa ropHaTa rpaHHLa Ha HOPMATA.

EBC He e u3mepBaHO NpH NaLUeHTH, N1eKyBaHH ¢ 220 mg aaburatpaH eTexcunar BeAHbX JHEBHO 32
npeseHuua Ha BTEC caen npore3supane Ha tazobepeHa UK KOJSHHA CTaBa.

TIpegenyust HA MO3bYEH UHCYAM U cucmemer emboruzem npu evspacmuu nayuenmu ¢ HKITM ¢ edun
wiu noeeve pckosu axmopu (ITHIIM)

CrauMoHapHaTa ¢pe/lHa reOMETPUHHA NYKOBaA IU1a3MEeHa KOHUECHTpaUMs Ha naburarpan, H3MepeHa
oKkono 2 yaca ciea npwiarade Ha 150 mg naburatpas erekcunar, € 175 ng/ml, ¢ rpanmuy 117-275
ng/ml (B nHTeppana 25-ti-75-TH nepceHTrn). CpegHaTa reoOMeTpHyHa HAH-HACKA KOHLEHTPALMA Ha f%
naburarpaH, M3MepeHa CyTpyH B Kpas Ha 1030BHUA HHTEpBan (T.e. 12 yaca cnen BeuepHara nQ3a .,u.i;
naburarpas 150 mg), e cpeaHo oxono 91,0 ng/ml, ¢ rpannum 61,0-143 ng/ml (B wHTepBan i“-wy
TH NEPCEHTHN). 15

-1
[Ipu nauvexT ¢ HKIIM, nekysanu 3a npeseHuUHa HA HHCYIT U CHCTEMEH eMOOIM3LM Cb HED)
nadburaTrpaH eTEKCHUAAT ABa MMbTH AHEBHO, %
N\




- 90-HAT NEPCEHTH HA HIMEPEHHUTE Hali-HUCKW NIa3MeHH KOHUEHTpauuH Ha naburatpan (10-16
yaca caea NpyMeMa Ha npeaMilHaTa go3a) e oxono 200 ng/ml,

- Haii-HuckuTe cToiinocTUTe HA EBC (10-16 yaca cnen npHema Ha npeadiiHaTa 3o3a), NOBULLUEHH
NpUONH3UTENHO 3 MBTH HAJA ropHaTa rpaHyuUa Ha HOpPMaTa, Ce OTHACAT A0 Habnropasanua 90-TH
nepceHTHN Ha yabmxkasade Ha EBC ot 103 cekynam,

- Hai-HUCKHU cToHHOCTH HA aPTT, noBeve OoT 2 MbTH HaZ ropHaTta rpaHHuUa Ha HopMara
(yawmkaBaHe Ha aPTT ¢ okono 80 cexyHan), (10-16 yaca cnen npyema Ha npeadiuHara 103a) ca
orpa3eHH Ha 90-ua nepceHTUN OT HAbIIIOAEHHETO.

Jevenue na JIBT u bE, kaxmo u npesenyua va peyuoueu na BT u bE npu ev3pacmuu nayuenmu
{(IBT/BE)

[Tpu nauueHTH, Nnekysadu 3a [IBT u BE cbe 150 mg naburatpan erekcunar ABa MbTH AHEBHO,
CpelHaTa reoMeTpHuHa Hai-HMUCKa KOHLUEHTpauua Ha aaburarpan, wamepena 10-16 vaca cnen npuem
Ha 1032, B KpadA Ha A030BUs MHTepBan (T.e. 12 yaca cied BeuepHaTa 103a Ja0urarpaH €Tekcuiar

150 mg), € 59,7 ng/ml, c rpanuuu 38,6-94.5 ng/ml (B uHTEepBana or 25-t1 Ao 75-Tu nepcextun). [pw

neuenrero Ha JIBT u BE ¢ naburarpan erexcunar 150 mg aBa nbTH AHEBHO

- 90-nsT NepceHTUN HA UIMEPEHUTE HAl-HHUCKH NNa3MEHU KOHUEeHTpauuu Ha gqaburarpad (10-16
yaca ciaell NpyueMa Ha npeauiliHara ao03a) € okono 146 ng/mi,

- Haii-HuckHTe cToiHocTHTe Ha EBC (10-16 vaca cnea npuemMa Ha npeaMinHaTa 403a), IOBHILEHHU
NPUONU3IUTENHO 2,3 ITbTH CNPAMO HAYAJHHUTE CTOMHOCTH, C€ OTHACAT A0 HabmonaeraHua 90-Tn
nepceHTUN Ha yabixkaeaHe Ha EBC ot 74 cexynau

- 90-nAT nepceHTHN HA Ha-HUCKH cToitHocTH Ha aPTT (10-16 waca cnen npuema Ha npeauilHaTa
nosa) e 62 ceKyHaH, Koeto € 1,8 mbTH CTOHHOCTTA Ha U3XOAHO HUBO.

Hama naHHM 3a papMaKOKHHETHKATA NPH NALMEHTH, JEKYBAHH 3a NPeBeHLMA Ha peunausupawa JIBT
1 BE cbc 150 mg naburarpaH erekcHnaT 1Ba MbTH AHEBHO.

Knunnuba edukacHOCT B 6e30nacHOCT

Emnuuecxku npouzxoo

He ce vabnopaBatr KIIHHHUYHO 3HAUHMH €THHUYECKH Pa3TMKH MCXKAY NAUUCHTHTC OT €CBPOINICHUAHATA
pdca, acbpo—amepuxaucm, JATHHO-AMCPHKAHCKH, ANOHCKH WIH KHTAHUCKMH NPOU3XoA.

Kraunuunu npoyweanua svpxy npegenyuama na BTEC cieo npomeszupane na 2o1emMu cmasu

[TauueHTH, NOANOKEHH Ha MUIAHOBA roJIAMa OPTONEAHYHA ONnepaums B 2 roJIEMH paHAOMH3UPAHH,
napaieiHO-rPYNoOBH, ABOHHO-CAENH, A03a-MOTBLPAKAABALLH NPOYUBAHHA (MPH €AHOTO — NPOTE3IUPAHE
Ha KOJIAHHATA CTaBa, a Npu APYroTo — Ha Ta3odeapeHara craea), noay4yasar 75 mg unu 110 mg
paburarpaH erekcunart 1-4 yaca cnea onepauuara, a cnea tosa no 150 unu 220 mg BeaAHBLK AHEBHO,
NP rapaHTHpaHa xemocrasa, Wi 40 mg eHOKcanapuH B [I€Hs NPEAH ONepauMaTa, a CAeA TOBa —
BEAHBXK JHEBHO,

B npoyusaHeTro RE-MODEL (npore3upane Ha koNsiHHA cTapa) ie4eHHeTo npoab/bkasa 6-10 aHun, a B
npoyuyBaHeTo RE-NOVATE (npote3unpane Ha tazobeapeHara crasa) — 28-35 auu. O6mat 6poii
NEKyBaHH NMaLHeHTH € choTBETHO 2 076 (KongHHa ctasa) M 3 494 (TazobeapeHa craga).

CpueraHyeTto ot obwara cMbpTHOCT nopand BTEC (Bkatouurento denoapobder embonuszom (bE),
NPOKCHMAalHa H JUCTANHa awidoka BeHo3KHa Tpombo3za (JIBT) — ciMnTOMHA MM aCUMIITOMHA,
YCTAHOBEHA YPE3 PYTHHHA BeHOrpachua) U CMbPTHOCTTA NOPAAH BCAKAKBA MPUYHHA NpeAcTa

1 npokcHManeH BT — cMMNTOMEH WIIH aCUMITOMEH, YCTARHOBEH Ype3 pPyTHHHA BEHOIpa
cMBpTHOCT nopaan BTEC npeacrasnApa BTOpHUHA KpaiHa TOUKA M CE CUWTA, Y€ UMaA N
K/IHHUYHO 3HAUYEHHE.



220 mg ¥ 150 mg He OTCTbHNBA CTATUCTHYECKU HA EHOKCHNAPHH o oTHOWeHHe Ha obuua BTEC u

obuiata cMbpTHOCT. KpaiiHuaT pesyaTar 3a cnyyaute Ha ronsm BTEC v embptHocT nopaau BTEC npu

no3a 150 mg € Manko no-notu, OTKOMKOTO NpH eHoxcarnapuH (Tabanua 19). [Mogobpu pesynraru ce
Habnoaaeat np Jo3a 220 mg, kbaeTO KpainHUAT pe3yaTar 3a roaaMm BTEC e manko no-n06mp,
OTKOAKOTO NMpH eHokcanapyH (Tabawnua 19).

KnuHHYHHTE NPOYYBAaHHA Ca NPOBEACHH NPH MOMYyJ1auus MauMeHTH CbC CPeAHa BL3pacT >05 roAuHM.

Hsma paznmMku B AaHHHTE 3a ePuxacHOCT Y HE30MaCHOCT MEXIY MBXKE H KEHH B KIIHHUUHHUTE

npoy4eaHud ¢asa 3.

B n3cnearanara nonynauua nauventu Ha RE-MODEL u RE-NOVATE (5 539 nekyBanu nauyeHTH),
51% umar npuapy»kasawia xunepTouus, 9% umat npuapyxasail xuader, 9% umar npuapysxaeaiuo
3abonaBaHe Ha KOopoHapHaTa aprepua U 20% vuMar aHaMHes3a 3a BEHO3HA HEAOCTaTbYHOCT. HUTO eqHo
OT Te3H 3ab0/IABaHHA HE NMOKAa3Ba Bb3ACHCTBUE BbPXY e(pekTHTe Ha naburatpas 3a BTEC npeseHums

HJIH YECTOTAaTa Ha KbpPBCHC.

HMaunute 3a kpatinata Touka ,,ronam BTEC u cmbpTHOCT nopaau BTEC* ca XOMOreHHH 1o
OTHOLIEHHE HA MbPBHYHATA KpaiiHa TOYKa 33 ePHUKACHOCT W ¢a Nnoka3aHH B Tabnuua 19.

HNaHunvre 3a Kpa#iHaTta Touka ,,001a cMbpTHOCT nopagn BTEC v cMBpPTHOCT NOpaaH BCcAKakBa
npuyYMHa“ ca nokasaHu B Tabnuua 20.

JlaHHHTe 3a KpaHHUTE TOUKH ,,yCTAHOBEHH CHOHUTHA HA TOJIIMO KbpBEHE™ ca MokKa3aHu B Tabnuua 21

no-aoy.

Taoanna 19;: Asanui #a caydante Ha rongM BTEC v cmupTHOCT nopaan BTEC npes
TepanesTHuHATA pa3za HA npoy4uBaHHATA RE-MODEL a RE-NOVATE npn opronennyns

ONncCpailHn

HU3nuTteaHe

JlaburaTpaH erekcunar
220 mg BeAHBXK QHEBHO

Haburarpan erekcunar
150 mg BeaAHBK AHEBHO

EHokcanapuH 40 mg

RE-NOVATE (Tazobenpena crapa)

bp. 1eKyBaHH NALHEHTH 909 388 917
YecTora (%) 28 (3,1) 38 (4,3) 36 (3,9)
KoedHLUHeHT HA pUCKa 0,78 1,09

COPSAMO €HOKCaNapHH

95% CI 0,48; 1,27 0,70; 1,70

RE-MODEL (konsiHo)

bp. JIeKyBaHH NMALHEHTH 506 327 311
Yectora (%) 13 (2,6) 20 (3.,8) 18 (3,5)
KoethHULUMEHT Ha pHCKa 0,73 1,08

COPAMO €HOKCanapHH

95% ClI 0,36; 1,47 0,58; 2,01

Tadauna 20: Anaaus Ha odmara cMbpTHOCT Nopaau BTEC 1 Ha eMbpTHOCTTA NOpagu

BCAKAKBA NPHYHHA Npe3 TepaneBTHYHATA (paza na npoyusanuata RE-NOVATE n RE—MOD}L

NpH opTONEAHIHH ONEPANHH

N3nKuTBaHe

HaburarpaHn erekcunar
220 mg BeAHDbXK AHEBHO

Jaburarpan erekcunar
150 mg BeAHBbK QHEBHO

RE-NOVATE (raszobenpeHa crana)




bp. NneKyBaHH NAaUHECHTH 880 874 897
YectoTa (%) 33 (6,0) 75 (8,6) 60 (6,7)
KoeduuneHT Ha prcka 0.9 1,28

CNIPAMO €HOKCanapHH

95% CI (0,63; 1.29) (0,93; 1,78)

RE-MODEL (konsHo)

bp. neKyBaHH NaLHEHTH 503 326 512
YecroTa (%) 183 (36,4) 213 (40,5) 193 (37,7)
KoeduuneHT Ha pUcKa 0,97 1,07

lcnipsAMO €HoKCanapHH

095% CI (0,82; 1,13) (0,92; 1,25)

Tabauna 21: CrLOMTHE HA rOIAMO KbPBEHE B 3aBHCHMOCT OT JleueHHeTo B npoyuBanHs RE-
MODEL un RE-NOVATE, npeacrasens nooraeaHo.

H3nuTBate JabGurarpan erekcunar | [laburarpaH erekcunar| EHokcanapun 40 mg
220 mg peaHbXx AHeBHO (150 mg BeaHBbXK AHEBH
RE-NOVATE (tazobeapeHa crasa)
bp. neKyBaHH NaLUEHTH 1 146 1163 | 154
ICb0uTHS Ha ronaMo KbpBEHE 23 (2,0) 15(1,3) 18 (1,6)
(%)
RE-MODEL (konsHo)
%p. JIEKYBaHH NALHEHTH 679 703 694
LOUTHA Ha NOASMO KbPBEHE 10 (1,5) 9(1,3) 9(1,3)
(%)

IIpesenyun Ha mo3vueHn uncyam u cucmemen emboaruzvm npu eb3pacmuu nayuenmu ¢ HKITM ¢ eoun
Wiu nogeye puckosu pakmopu

KnuHnuHKTe AaHHM 33 e(PHKACHOCTTA Ha Aa0HraTpaH €TeKCUnaT ¢a pe3ynarar oT npoyuBaHeTo RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyaTHLUEHTPOBO, MYATUHALIMOHANHO,
paHIOMH3HPaHO NapaienaHo CANO W3NHUTBAaHE C ABe A03H aaburaTpaH erekcunar (110 mg u 150 mg
IBa MbTH JHEBHO) B CPABHEHHE C OTKPHUT MNpUeM Ha BapdapuH MpH MaLKMEeHTH ¢ NPEACHPAHO MbXKIEHE
C YMEPEH A0 BUCOK PHCK OT HHCYJIT M cHcTeMeH eMbonusbm. [IbpBHUHaTa Len HA NpOYUBAHETO € Aa
onpeneny Aanu JaburaTpaH €TEKCUIAT OTCTHNBA Ha BapdapyH MPH MOHWKABAHETO HA CLOMTHATA Ha
CbCTABHATA KpaiHa TOYKA ,,MHCYJ/IT H CHCTEMEH eMOONTH3BbM ™. ChLIO TaKa € aHAIU3KWPAHO H
CTATUCTUHECKOTO MPEBBH3XOACTBO.

B npoyusaneTo RE-LY ca panaomusupany obuo 18 113 naumenTty Ha cpeana Bu3pact 71,5 roquHy M
cpeaeH CHADS?2 c¢bop 2,1. [Honynaumnsata ot nauueHTH € 64% ot MbKKH non, 70% ot esponenncH

npousxod H 16% ot azvatrcku npounsxoa. [Ipy nauneHTUTE, paHIOMH3UPAHH Aa Noay4yaBar BapQapuH,
CPeHUAT NPOLIEHT Ha BpemeTo B TepaneBTHYeH 00xBar (BTO) (INR 2-3) e 64,4% (meanana na BTO
67%).

[lpoyusanero RE-LY noka3ea, ye naburarpaH etekcunar npu no3a | 10 mg asa nbTH AHEBHO HE
OTCThMBA HA edekTa OT BapdhaprH npy NPEBEHLMA HA HHCYJIT U CHCTEMEH eMOONIW3BM MPH NALMEHTH C
MpeAChPAHO MbXKAEHE, ¢ NOHMWKEH pHck oT MKX, o0wwo kbpBeHe H ronamo kbpeeHe. [lozara 150

cpaBHHMa ¢ BapdapuH. HectoTara Ha MHOKapIeH HHPAPKT € JIEKO NOBULLEHA NMPH AabH
erekcunar 110 mg aga mbTH AHeBHO K 150 mg aABa NbTH AHEBHO B CpaBHEHMeE ¢ Bapda
(koedunneHT Ha pucka 1,29; p=0,0929 u koeduuneHT Ha prcka 1,27; p=0,1240, cvoTs
noaoOpsaBaHe Ha npocneadsaHeTo Ha INR, HabmoaasaHKTe non3y ot naburarTpaH erek




cpaBHeHue ¢ BapdapHH oTcnabear.

Tabnuuu 22-24 nokassat nogpoOHO KAIOYOBHTE pe3yNTaTy B LAaTa MONyaauuUa:

Tadauua 22: AHa/IN3 HA NBPBOTO CHOHTHE - HHCYT HJIH CHCTEMEH eM0O0/IH3BbM (MLPBAYHA
KpaHiHa TOYKAa) N0 BpeMe Ha nepHoxa Ha npoyuBane wa RE-LY.

HNaburarpaH erekcunar | Jaburarpan erekcunar BapdapuH
110 mg aBa NbTU AHEBHO 150 mg apa mbTH
AHEBHO
PangomMusypaHy NanHeHTH 6015 6 076 6 022
HHcynT w/unu cucreme
EMO0IH3BbM
Yecrtota (%) 183 (1,54) 135 (1,12) 203 (1,72)

KoedHuueHT Ha pucka c/y
Bappapun (95% CI)

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

[ IpeBB3X0OACTBO p-
CTOHHOCT

p=0,2721

p=0,0001

%% ce OTHACSH 10 MOAMLIHATA YeCTOTa Ha CbOHTUATA

Tab6auna 23: ARaIH3 HA MBPBOTO CLOMTHE HA HCXEMHYEH H/IH XeMOpPAIrHYeH HHCY.IT N0 BpeMe
Ha nepuoaa Ha npoyysaHe Ha RE-LY.

HaburaTpaH erekcunart | Jaburarpan erekcunar Bapdapun
110 mg ara nbTH AHEBHO| 150 mg ABa MBTH AHEBHO

PaHaoMH3MpaHW NauHeHTH 6015 6 076 6 022
Hucynr
Yecrora (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoeduupneHT Ha pucka c/y 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
iBapgapuH (95% Cl)

-CTOHHOCT 0,3553 0,0001
%HCTBMEH emMO0H3BLM
YecTtora (%) 15(0,13) 13 (0,11) 21(0,18)
KoeduiimeHT Ha pucka c/y 0,71 (0,37, 1,38) 0,61 (0,30; 1,21)
BapdapuH (95% Cl)
P-CTOHHOCT 0,3099 0,1582
HcxemMHueH HHCYAT
Yecrora (%) 152 (1,28) 104 (0,86) 134 (1,14)
KoeduLneHT Ha pHCKa C/y 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
Bapgapun (95% CI)
[Pp-CTOHHOCT 0,3138 0,0351
XeMoparuueH HHCYIT
Yecrora (%) 14 (0,12) 12 (0,10)




KoeduieHT Ha pucka ¢fy 0,31 (0,17; 0,56) 0,26 (0,14; 0,49)
Baphaput (95% CI)
CTOHHOCT 0,0001 <(,000!

% Ce OTHACA J0 rOAMILHATA YECTOTA HA ChOMTHUATA

Tabauua 24: ARAJIH3 HA CMBPTHOCTTA N0 BCAKAKBA NPAYHHEA H HA ChPAeYMHOCHAOBATA
CMBLPTHOCT IO BPpeMe HA Neproaa Ha npoyyBane Ha RE-LY.

Haburartpan erekcunar | daburartpan erekcunar Bapdapun
110 mg aBa mbTH AHeeHO| 150 mg ABa MbTH AHEBHO
PanaoMKH3upaHH NaLUeHTH 6 015 6 076 6 022
ICMBPTHOCT MO BCAKAKBA
NpUHHHA
Hectora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoedHuueHT Ha pucka c/y 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
BapdapHH
(95% CI)
[E-cmﬁuom 0,1308 0,0517
BAOBA CMbPTHOCT
Yecrora (%) 289 (2,43) 274 (2,28) 317 (2,69)

KoeduuueHT Ha pUcKa c/y
BapdapuH (95% CI)

0,90 (0,77; 1,06)

0,85 (0,72; 0,99)

[P-CTOHHOCT

0,2081

0,0430

% ce oTHacs 40 roavlIHATA YECTOTa Ha ChOUTHATA

Tabnuum 25-26 nokaspar pe3yNTaTHTE OT TbPBUYHATA KpaiHa TOUYKa 33 €PHKACHOCT W Oe30nacHoOCT B
CBLOTBETHHTE cybnonynauuu:

3a nbpBUYHATA KpaiHa TOUKA ,,MHHCYIT H CUCTEMEH eMOOAN3BM™ HE ca HICHTH(GHUMPaHH NOArPYIH
(T.€. BB3pacT, TErNo, noi, 60pevuHa pyHkLHA, ETHHYECKE NPHHAAAKHOCT U Ip.) C paziHUYeH
Koe(PHUHEHT Ha pUCKA B CpaBHEHHE ¢ BapdapuH.

Tabanua 25: Koepnrunent Ha pucka 1 95% C1 3a uHcyar/cHereMed em00JH3IBM 0 NOArPYNH

KpaiHa Touka HaOurarpaH erekcunar HNaburarpaH eTekcunar
110 mg aBa MbTH AHEBHO C/y 150 mg aBa MbTH JHEBHO C/y
BapgapuH BapdapuH
Bn3pacT (roansu)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<m <75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44, 1,02) = 71
CrCL(ml/min) : j_,_.....--u-_.%
30< u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0 g S\
50< u <80 0,91 (0,68; 1,20) 0,65 (0,47, Q88 | 7 = 0 i\t o
>80 0.81(0.51: 1.28) 0,69 (0.43; LB oy 28 |
W\ 5, )
N
N

""r--n.____:::—- -




3a nbpBUUHATA KpaiiHa TOYKA ,,FONAMO KbpBEHE™ HMA B3aMMOJEHCTBHE HA €EKTA OT JIEYEHHETO H
pb3pactTa. OTHOCUTEAHHAT PUCK OT KbpBeHe ¢ AaburarpaH B cpaBHeHHE ¢ BapdapHH Ce YBEIHYaBa C
Bb3pacTra. OTHOCUTEIHUAT PHUCK € HAil-BUCOK MpH nauueHTH =735 ronnHy. ChnbTeTBalaTa ynorpeda
Ha aHTUTpoMOOTHYHM cpeacTBa, ACK unu knonuaorpen npubnusuresHo yasosasa yecrorara Ha CIK,
KakTo Npu gaburaTtpaH eTexcunar, Taka ¥ npu apdapuH. Hama sHauuMo B3aUMOAEHCTBHE HA
TepaneBTHYHHUTE EPEKTH NpH noarpynute no 6vopeuna pyukuns u CHADS?2 pesynrar.

Tatauua 26: Koepnunenr na pucka 1 95% CI 3a cL0HTHA HA FOIMO KbpBeHe MO0 NOArpyYNH

KpaitHa Touka HaburarpaH erekcunar JaburatpaH erexcunar
110 mg aBa NbTH OHEBHO C/Y 150 mg nBa nbTH OHEBHO C/Y
BapdapyH BapdapuH
Bu3pact (roanHu)
<635 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>75 1,01 (0,84; 1,23) 1,19 (0,99, 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL{ml/min)
30<u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50< u <80 0,75 (0,61; 0,92) 0,90 (0,74, 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeba Ha ACK 0,84 (0,69; 1,03) (0,97 (0,79; 1,18)
Ynorpeba Ha Kjronuaorpen 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (Ovazocpouno, Myamuyenmpoeo npoObANCEHUE HA UINUMBAHEMO HA NeHEHUEMO ¢
oabuzampan npu nayuermu ¢ RPeoChPOHO MbICOEHE, KOUmo ¢a 3agvpuiwiu usnumearemo RE-LY)

[TpoabmkenuneTo Ha uanuTeBaHeTo RE-LY (RELY-ABLE) ocurypsaBa aonwiHuresiHa HHGQOpMaUHA 3a
Ge30nacHOCTTa NPU KOXOPTA NAUUEeHTH, KOMTO ca NPOIL/IKHIM Aa NpHeMaT aadburaTpas €TeKCHaar, B
chblLaTa n03a, onpeaeneHa B uianuTeaHeTo RE-LY. 3a usnureaneto RELY-ABLE ca u3bpanu
MaLHeHTH, KOUTO MO BPEMETO Ha MOCNEAHATA UM BH3UTa OT W3nuTeaHeTo RE-LY He ca npekbcHanu
JIGYEHHETO 33 NOCTOAHHO. BKIIOUECHUTE MALMEHTH Ca NPOABIKHIIM a2 MPUEMAT ChLUATA ABOHHO-CJIANA
no3a naburarpaH eTekcuiar, paHaoMusupaHo onpeaeneda 8 RE-LY, 3a npocneaasane no 43 meceua
cnhen RE-LY (obwo cpeguo npocneasasaHe RE-LY + RELY-ABLE, 4,5 roauuu). [loabpanu ca 5 897
NnaLMeHTH, KOUTO npeacrapnasar 49% oT naudeHTHTE NbPBOHAYANHO, pAHAOMH3HpPAHO ONpeEacaeHH Aa
npueMar aaburatpaH erexcunar B RE-LY # 86% ot n3bpanure naurentd B RELY-ABLE.

Ilo Bpeme Ha JOMBIHHUTENHHTE 2,5 roauHu Ha neueHne B RELY-ABLE, ¢ Makcumanna exkcnozuuus
Hag 6 roannu (obwa ekcno3uums B RE-LY + RELY-ABLE), npodunst Ha 6e3onacHocT Ha
naburarpaH eTeKCWIAaT B ABJIOCPOYEH IL1AH € NOTBBPAEH 3a ABeTe U3NUTBaHKu 103U | 10 mg nBa nbTH
auesHo 1 150 mg aBa mbTH aHeBHO. He ca HabnmoaaBaHW HOBH HAXOAKH, CBbP3aHH ¢ De3onacHoCTTa.
YecroTraTa Ha w3xoaHU CEOUTHS, BKAIOUKTENHO FONAMO KEPBEHE H APYTH CHOUTHSA HA KBPBEHE,
CHOTBETCTRA Ha Tasu, HabmopaeaHa 8 RE-LY.

ﬂ AHHRU OM HEURMEPBEHUYUOHRAARU NPOYUCAHUA

[Ipu eaHo HenHTepreHUHoHanHo npoyuBane (GLORIA-AF), npocnexTusHo ca cxbpanu (BB BTOpaTa
My ha3za) naHHH 3a BezonacHocTTa U ePEKTHBHOCTTA MPH HOBOAHANHOCTUUHPpAHH nauyeHTy ¢ HKIIM
Ha naburaTpaH erekcunar B peanuu ycaosus. [IpoyuBanero Bxmousa 4 859 nauneHTH Ha naburarpas
eTekcHnar (55% nexysanu ¢ 150 mg aBa nbTH AHeBHO, 43% nexysanu ¢be 110 mg ARa NbTH . 7 -2
AHEe8HO, 2% nekysaHH cbC 75 mg ABa MbTH AHEBHO). [lauMeHTHTE ca NnpocneadaBaHH B Mpo
Ha 2 roanHun. Cpeanute CHADS2 w HAS-BLED ckopose ca cvotserHo 1,9 u 1,2. Cpen

npoclieassaHe no speMe Ha TepanusaTa € 18,3 meceua. I 0onaMo KbpBeHE € BB3HHKHANO N




kbpaeHe npH 0,60 Ha 100 naumerTorognHu. Hucyat e sb3uMkHan npu 0,65 Ha 100 naunenToroauHm.

OcBeH TOBa B €1HO HEMHTEpBEHLIMOHATHO npoyusaHe [Graham DJ et al., Circulation. 2015;131:157-
164] npu noseue ot 134 000 nauneHTH B ctapuecka sb3pact ¢ HKIIM B CreanHeHuTe watv
(monpuHecno 3a noeeue or 37 500 nauMEeHTOroAMHH BPEME Ha MPOCNEAABAHE C NPHIOKEHHE Ha
Tepanua) aaburarpan erekcunar (84% ot nauneHTUTE Ca ieKkyBaHu cbe 150 mg ABa MbTH AHEBHO,
16% ot nauueHTUTE Ca NeKyBaHHU CbC 75 mg ABA NMbTH JHEBHO) C€ CBBP3BA ¢ MOHMKEH PUCK OT
HcxeMuueH HHCyNT (koepuumenT Ha prcka 0,80, 95% nosepurencH nurepsan [Cl] 0,67-0,96),
BLTpeUepenHa xemoparua (koeguuueHT Ha pucka 0,34, CI (0,26-0,46) u cMbpTHOCT (KOEPHLMEHT Ha
prcka 0,86, CI 0,77-0,96) 1 yBeiH4€H PUCK OT CTOMALLHO-YPEBHO KbPBEHE (KOS(PULIMEHT HA PHUCKA
1,28, CI 1,14-1,44) B cpaBHenue ¢ BapdapuH. He e OTKpHTa pazivKa Mo OTHOUICHHUE Ha Io/iIiMo
kbpseHe (koeduuneHT Ha pucka 0,97, C1 0,88-1,07).

Te3u HaONOAEHHA B peaIHHA YCIIOBHA MOTBbPKAABAT YCTAHOBEHHUA Npodun Ha 6€30MacHOCT U
e(pMKaCHOCT 3a AaduraTpaH €eTeKCH/IaT NPH TOBa noxasaHue B npoy4saHeTo RE-LY.

[Tayuenmu, xoumo ca 6wiu nooaoxcenu Ha nepxymanna Koporapua unmepsenyus (IIKH) cve
cmenmupane

[IpocnekTUBHO, paHAOMH3HPAHO, OTKPHTO MPOYYBaHE ChC 3acneneHu kpaiHu Toukd (PROBE) (da3a
I1Ib) 3a oueHka Ha AgoiiHa Tepanua ¢ AadburaTpad erekcHnar (110 mg wnu 150 mg apa nbTH AHEBHO)
IJIOC KJIOMHAOTPEST HAH THKarpenop (autaroHHcT Ha P2Y 12) B cpaBHeHHe ¢ TpoiHa Tepanua ¢
BapdapuH (kopurdpana kbM INR 2,0-3,0) nnroc knonuaorpen wnu tkarpenop 1 ACK, e nposeaeHo
npu 2 725 NauMeHTH ¢ HEKTANHO NPEACHPAHO MBXKAEHE, KOHTO ca Ounu nognoxeHd Ha [TKH cue
crenrupane (RE-DUAL [1KH). [launenTute ca panaoMH3vMpaHy 3a ABOHHA Teparnua ¢ gaburarpax
erekcunat 110 mg ABa NbTH AHEBHO, ABOHHA Tepanus ¢ JadvrarpaH erekcunat 150 mg nsa nbTH
JHEBHO WM TPOiHA Tepanud ¢ BapdapuH. [lauveHTH B crapuecka se3pacTt H3BbH CALL]l (Ha BBb3pacT
>80 roMHy 3a BCUUKM CTPaHH, =70 roauny 3a Jnouus) ca pa3npeacncHd Ha Cy4acH NPHHUNI KbM
rpyrnara Ha ABoOifHa Tepanus ¢ faburarpan erekcunar | 10 mg uad KbM rpynara Ha TpoiHa Tepanus ¢
papdpapuH. [IbpBHUuHAaTa KpaiiHa Touka e KOMOMHHpaHa KpaiHa TOYKa ,,.cbOMTHA Ha FOJIAMO KbpBEHEe Ha
Oasara Ha aedpuunLmsa Ha ISTH unu cbOuTHE HA KTHHHYHO 3HAMUMO HEroNsMO KbpBeHe .

YecToTaTta Ha nbpBUHYHaTa KpaitHa Touka € 15,4% (151 nauneHTH) B rpynarta Ha ABOHA Tepanus ¢
naburarpad erexcunar 110 mg copamo 26,9% (264 nauneHTH) B rpynara Ha TPOHHA Tepanua ¢
Bapdaput (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a He no-manka epukacHocT H P <0,0001 3a
npepb3xoacTeo) U 20,2% (154 nauneHTH) B rpynara Ha ABOHHA Tepanus ¢ gabMrarpaH eTekcuiat

150 mg, B cpaBHeHue ¢ 25,7% (196 nauneHTH) B CLOTBETHATA Ipyna 3a TPoiHa Tepanus ¢ BapdapuH
(KP 0,72; 95% C1 0,58; 0,88; P <0,0001 3a He no-Maika edukacHocT U P=0,002 3a npern3x0oacTBo).
KaTto yact or onucaTenHus aHaIY3, YECTOTATa Ha CLbOUTHA Ha ronsaMo KbpBEHE NpH Tpombonuza npu
HHpapkT Ha Muokapaa (TMH) e no-Hucka ¥ B ABeTE IPyNU HAa JABOHHA Tepanua ¢ AabHraTpaH
eTEKCH/IAT, OTKOJIKOTO B Fpynara Ha TpoiHa Tepanus ¢ BapQapHH:

14 cuOuThs (1,4%) B rpynara Ha aAsoiHa Tepanus ¢ aaburartpaH erekcunar 110 mg, B cpaBHeHHe ¢ 37
¢rOuTHi (3,8%) B rpynaTa Ha rpoiiHa tepanus ¢ BapdapuH (KP 0,37; 95% CI 0,20; 0,68; P=0,002) u
16 cvOuTHa (2,1%) B rpynata Ha aBoiHa Tepanua ¢ aaburatpad erekcunar 150 mg, 8 cpaBHenue ¢ 30
cuOuTHA (3,9%) B cHOTBETHATA rpyria Ha TpoitHa Tepanus ¢ Bapdapul (KP 0,51; 95% C1 0,28, 0,93;
P=0,03). U nreTe rpynu Ha aBo#Ha Tepanui ¢ naburarpaH €rekcunaT UMaT No-HKUCKH YeCTOTH Ha
BhIPEUEpenHa XeMoparis, OTKOJIKOTO CbOTBETHATA I'PyNa Ha TPoiHA Tepanus ¢ BapdapuH:

3 ¢cbuTHa (0,3%) B rpynara Ha aBoitHa Tepanua ¢ aaburarpaH erekcunart 110 mg, B cpaBHenue ¢ 10,
cuOuTHs (1,0%) B rpynara Ha TpoiiHa tepanus ¢ sapgapud (KP 0,30; 95% CI 0,08; 1,07; P= " ‘1‘10
cbOHTHE (0 1%) B rpynara Ha aBoHHA Tepannﬂ ¢ naburarpaH etekcunar 150 mg, B CPAaBHE efa“ZB"'l—---...: 73\




13,7% cnpamo 13,4%; KP 1,04; 95% CI: 0.84; 1,29; P=0,0047 3a He no-manka edukacHocT). Hama
CTATHCTHYECKH PA3NIMKH B HHAMBHAYATHHTE KOMIIOHEHTH Ha KpPaitHHTE TOYKH 33 €(PHKACHOCT MEXAY
KOATO U aa O1no oT rpynuTe Ha ABOMHA Tepanus ¢ AaduraTpaH €TeKCHNaT M rpynara Ha TpoHHa
Tepanus ¢ BapgapuH.

[IpoyuBaHeTo nNokassa, ye ABOHHATA Tepanuys ¢ JadHraTpaH eTeKCUAaT ¥ aHTaroHucT Ha P2Y 12
3HAYMTETHO NOHKKABA PHCKA OT KbPBEHE, B CpaBHEHUE ¢ TPOHHATA Tepanua ¢ BapdapuH, ¢ HE No-
Maska epukacHOCT 32 KOMOMHHpaHaTa KpaitHa Touka ,, TpoMO0eMBONHUHH CHOUTHA" MPH MAUMEHTH C
NpeAChPAHO MbXKAEHE, KOUTO ca bunu noanoxeHHn Ha [1KH cbe creHTupane.

Jevenue na BT u BE npu ev3pacmnu nayuenmu (1evenue va ABT/HE)

EdukacHocTTa M Oe30mnacHOCTTa Ca NPOYyYBaHHU B ABE MHOIMOLUEHTPOBH, PAHAOMU3HPAHH, ABOWHO-
CIenMy, Npoy4YBaHUA ¢ NoBTapAaLLo ce jedeHue U napaneaHu rpynd RE-COVER u RE-COVER II. B
T€3W NpOYy4YBaHUA ce cpaBHABa AaburaTpaH etekcunar (150 mg aBa mbTH AHEBHO) ¢ BapdapuH (Lenesa
ctoiiHocT Ha INR 2,0-3,0) npu nauventy ¢ octpa JABT w/unm BE. OcroBHara 1ies1 Ha Te3d MpoyuBaHHA
€ Aa ce OnpeaenH fajau 2adburaTpaH €TEKCHIAT UMa He No-Manka €UKacHOCT OT BapgapuH MIpu
HamansBaHe CbOKMTHATA Ha NTbPBHUYHATA KpaHHA TOUYKA, KOATO NPEACTAR/IABA KOMOHHALMATA OT
peuuauBupalua cuMnroMaryyda JIBT w/wnu PE, u Ha cRbp3aHUTE CMBPTHU CIIY4al B PAMKUTE Ha 6-
MECEYHHA NEPHO HA fIEYEHHE.

B cbopuure npoyusanus RE-COVER u RE-COVER Il obuio 5 153 naumeHTH ca paHZOMH3HPpaAHH K 5
107 ca neKyBaHH.

ITpoABLIKHUTENHOCTTA HA JIEYEHHETO ¢ (pHKCcHpaHa n03a aaburarpad € 174,0 auu 6e3 npocnensapaxe Ha
koarynauuara. [IpH nauMeHTHTe, paHIOMHU3HUPAHH 3a IPHEM Ha BapdapHH, MeaHaHaTa Ha BPEMETO B
TepanesTHdeH HHTEpBan (INR 2,0 no 3,0) e 60,6%.

H3nuTBaHuATa NOKA3BAT, 4e JeueHneTo ¢ AaburarpaH etekcunar 150 mg asa mbTH AHEBHO € HE fo-
MaTKO €PHKaCHO OT JiedeHUeTo ¢ BapdapuH (rpaHuua 3a He no-manka edpukacHocT 3a RE-COVER wu
RE-COVER II: 3,6% 3a paznuka B pucka 1 2,75 33 kOePHLHEHT HA PUCKA).

Tabaana 27: AHaaH3 HA NLPBHYHATA H BTOPHYHHTe KpafiHn ToukH 32 epukacnoct (BTEC ce
¢beToR oT JABT w/uan BE) no kpas Ha nepuoaa cieg Jeaennetro B cOopuute npoyuyBanun RE-
COVER n RE-COVER 11

Haburarpan erekcunar 150 mg apa Bapdapun
MbTH JHEBHO
UVlekyraHu nauveHTH 2 5353 2 554
Penuaunsupalll
cumnromMatuucH BTEC u 68 (2,7%) 62 (2,4%)
cBbp3ada ¢ BTEC cmupr
KoeduumneHT Ha pucka
cnpsamo BapdapuH (95% 1,09
\llIOBEpUTENEH WHTEPBAN) (0,77; 1,54)

BTOpHUYHH KpaHHU TOUKU 3a
€PHKACHOCT

PeLnuausupaill
cumnromMaTHyeH BTEC w 109 (4,3%)

CMBDT MO BCAKAKBA NMPHYHHA

95% nosepurTeneH UHTEpBaAN 3.52:5,13




ICumrrromaTHuna JIBT 45 (1,8%) 39 (1,5%)
95% NOBEPHUTENICH UHTEPBAN 1,29; 2,35 1,09; 2,08
ICumnTomarnuyeH bE 27 (1,1%) 26 (1,0%)
195% noepuTEIeH HHTEPBAN 0,70; 1,54 0.67; 1,49
Cebpzana ¢ BTEC cMbpT 4 (0,2%) 3 (0,1%)
95% noseputesieH HHTEPBAN 0,04; 0,40 0,02; 0,34
I(CMBPT MO BCKAKBA TPUYHUHA 51 (2,0%) 52 (2,0%)
195% noBepuTeneH UHTEpPBAI 1,49; 2,62 1,52; 2,66

IIpesenyun na peyuousupawa /IBT u bE npu ev3pacmuu (npesenyus na /IBT/bE)

JIBe paHAOMU3HPAHH, ABOMHO-CIIENH NPOYYBAHHUS C NAPANEHU IPyNy ca NPOBEACHH NPH NALHMEHTH C
npeaxo/Ha aHTuKoarynaHTHa tepanud. B npoyusanero RE-MEDY, konTponupaHo ¢ BapgapuH, ca
BK/IIOYEHH NAUHEHTH, MPEAXOAHO NeKyBaHH B NPOAB/DKEHHE Ha 3 10 |12 Meceua, KOUTO €€ HYXKAaAT OT
NOMBIHHTETHO AaHTHKOAry1aHTHO JIEUYEeHHE, a Iauedo-koHTpoaupaHoTo npoyusaHe RE-SONATE
BKITHOUBA NALMERTH, NPEIXOAHO NEKYBAHH B NpoAb/DKEHHE Ha 6 0 18 Mecena ¢ HHXHOUTOPH Ha
BuTaMun K.

LlenTa Ha npoyusakeTto RE-MEDY e aa ce cpaBHAT Oe30nmacHOCTTa M €(pUKACHOCTTA HA MEPOPaHUA
naburatpad erekcunar (150 mg asa neTy AHeBHO) ¢ BapdapuH (Lenesa cToHHOCT Ha INR 2,0-3,0) npwu
NPOALIDKHTENHO JIeYeHHE H NMpeBeHUUA Ha peurauBypauia cumnroMatuyta JIBT w/unu BE. O6wo 2
866 nalyeHTH ca paHAOMHU3MpaHu U 2 856 ca nexyBaHU. [1poabIKUTENHOCTTA HA IEUEHHETO C
naduratpaH eTeKcHnar Bapupa ot 6 1o 36 meceua (Meaunana - 534,0 aun). [lpu naunenTuTe,
PaHAOMM3UPAHM HA JICYEHHE ¢ BapdapHH, MeIHaHATA Ha BpeMETO B TepaneBTH4er Auana3oH (INR

2,0-3,0) e 64,9%.

RE-MEDY noka3Ba, 4ye neueHuero ¢ nadburarpaH erekcunar 150 mg asa muTH JHEBHO € HE NO-MANKO
edukacHo ot BapdapuH (rpaHHuLa 32 He No-Maika epUkacHOCT: 2,83 3a koePHUUHMEHT Ha pyucka 1 2,8 3a
paznuKa B pPUCKA).

Tabanna 28: AHAJIHI HA ThPBHYHHTE H BTOpMUHHTe KpafiHH ToukH 3a epuxacnoct (BTEC ce
c¢beroH oT BT n/unn BE) 10 kpas Ha nepHoaa cien aAedennero B npoyusanero RE-MEDY

HaburarpaH eTekcunar Bapgapuu
150 mg aBa NbTH OHEBHO

UIeKyBaHH NaUHEHTH 1430 1 426
Peunaueupamy cumrniromatden BTEC u 26 (1,8%) 18 (1,3%)
cebp3ada ¢ BTEC cmbpT

KoeduumeHT Ha pucKka cnpamo BapdapuH 1,44

(95% nmoBepuTeneH HHTEPBA) (0,78; 2,64)

HE NO-MaNka ePHKACHOCT 2.85

[TauneHTH, NPH KOUTO € Bb3HHKHAIO ChOuTHE 22

KbM | 8Ha mecell

KymynarreeH puck kbM 18-usa mecewl () 1,7

Paznuka B prcka crnipamo Bapdaput (%) 0.4




95% noBepHTENEH HHTEPBA

HE NO-Ma1ka ePUKACHOCT 2,8

BropuuHH kpailH1 TOUKH 3a epUKACHOCT

Peunaupupawy, cumnromatuueH BTEC u 42 (2,9%) 36 (2,5%)
CMBPT NO BCAKAKBA NMPHYHHA

95% nosepuTesieH HHTEPBAI 2,12: 3,95 1,77; 3,48
Cumnromarnuna JIBT 17 (1,2%) 13 (0,9%)
5% nosepuTeEH HHTEpBA 0,69; 1,90 0,49; 1,55
CumnromaTuueH bE 10 (0,7%) 5 (0,4%)
95% noeepuTeneH HHTEpBA 0,34; 1,28 0.11; 0,82
Csbp3ana ¢ BTEC cmbpt 1 (0,1%) 1 {0,1%)
95% noBepHTeNEH HHTEPBA 0,00; 0,39 0,00; 0,39
CMBPT N0 BCAKAKBA NNPHYHHA 17 (1,2%) 19 (1,3%)
95% AoBepUTEiEH HHTEPBAI 0,69; 1,90 0,80; 2,07

LlenTa Ha npoyuBaHeTo RE-SONATE ¢ na ce ouenu npeBb3XxoAcTBOTO Ha AaburaTpaH erekcunar
crnpsaMo nnauebo nNpy NpeBeHUMATa Ha peunanBHpatiy cumnroMatudriu JIBT w/unu BE npu
MauKeHTH, NpeMUHATK npeaxoado nededue ot 6 20 18 Meceua ¢ ABK. [lnannpaHoTto neuenue €
naburarpan erekcunat 150 mg na nbTH AHEBHO B NpOabJKEHHE Ha 6 Meceua, 6e3 HeobxoauMocCT OT
HabnmoaeHHue.

[Tpoyusanero RE-SONATE nokaza npers3xoacTBo HA JaburarpaH eTekcHar cnpsMo rauedo no
OTHOLUEHHE MPEeBEHUHUATA HA CbOUTHA ¢ peunausupaliy cuMmnToMatiuen JIBT/bE, BkmouuTento
CMBPT MO HEOOACHUMHU NMPUUHHH, C MOHWKEHHUE Ha pHcka OT 5,6% ao 0,4% (HamanssaHe Ha
OTHOCHTENHHUA puck 92% Oa3zupano Ha koedHLUHEHTa HA PHCKA) MO BPEME Ha NEPHOAA HA NeUYeHME (P
<0,0001). BcHuky BTOPHUHHN AaHAMU3KW K AHAIH3W HA YYBCTBUTEJTHOCTTA HA MbPBHYHATA KpaiHa TOUKa
M Ha BCHUKH BTOPHUYHH KPAaHHH TOYKH MOKA3BaT NPEBBL3XOACTRO HAa AabHraTpaH €TeKCHAAT CrIpaMo
ruiaue6o.

[TpoyusaHeTo BKIIOYBA 12-MeceyHO npocienspaHe 3a HabMoAeH e cnel Kpas Ha nedeHueto. Cnen
NnpeKpaTaBaHe Ha MPUIAraHeTO Ha U3NMWTRAHOTO IEKAPCTBO edeKThT e 3ana3sa A0 Kpas Ha nepHoaa Ha
npocneasBaHe, KOETO MOKa3Ba NOAAbPIKAHE Ha e(pekTa OT MbPBOHAYANIHOTO NeYeHUe ¢ AaburarpaH
erekcunar. He e HabmonaeaH pebayHa edekxT. B kpas Ha npocneasaBanero cuburuara ¢ BTEC npu
NaLMEeHTHTE, IEKyBaHu ¢ naburarpaH erekcuaar € 6,9% cnpamo 10,7% B rpynara Ha rnauedo

(xoeduumeHT Ha pucka 0,61 (95% Cl1 0,42; 0,88) p=0,0082).

Tabnaana 29: AHanH3 HA NTHLPBHYHATA H BTOPHYHHTE KpalanA TOYKH 32 eprrkacnoct (BTEC ce
cheron ot JIBT u/unm BE) 1o xpas Ha nepuoaa caen jJedeHueTo B npoyusasero RE-SONATE.

HaburatpaH erekcunar 150 mg aga [nauedo
MbTH JHEBHO
Y1eKyBaHH NalHEHTH 681 662
Peunaonsupaly
cumnromatnued BTEC n 3 (0,4%) 37 (5,6%)

CBbpP3aHa C HEro CMbpPT

KoedhHLUHEeHT Ha pUCKa CNpaMo
nnauedo 0,08
K95% noBepUTENEH HHTEPBA) (0,02; 0,25)

Ip-CTOAHOCT 3a <0,0001

APCRBL3IXOACTRO




BTOpH4HH KpaHHY TOUKH 3a

eHKACHOCT

Peunausupaiy

cumnTomMaTuueH BTEC u 3 (0.4%) 37 (35,6%)
ICMBPT MO BCAKAKBA MPUYHHA

95% noBEPUTENEH HUHTEPBAN 0,09; 1,28 3,97: 7.62
Cumnromaruuna JIBT 2 {(0,3%) 23 (3,5%)
95% nosepuTesieH HHTEPBA 0,04; 1,06 2.21; 5,17
CumnromaruueH bE 1 (0,1%) 14 (2,1%)
95% nosepuTeneH HHTEpBAN 0,00; 0,82 1,16; 3,52
Cabp3ana ¢ BTEC cMbpT 0(0) 0 (0)
95% nosepuUTENEH HHTEpBA 0,00, 0,54 0,00; 0,56
CMBpT N0 HEOOACHUMH 00 2 (0,3%)
NPHYHHH

95% noseputeneH MHTEpBaN 0,00; 0,54 0,04; 1,09
CMBPT N0 BCAKAKBA NMPUHMUHA 0(0) 2 (0,3%)
95% poBepUTENIEH HHTEPBAI 0,00; 0,54 0,04; 1,09

Knunuunu uznumsanus 3a npesesyuama Ha mpomooemboauzsm npu RAYUEHMU CbC ChPOEUHU KAaGnHU
npome3su

B u3nutBane daza Il paburarpax erekcunar u BapdapuH ca npoyveHH npyu odbwo 252 nauueHTw,
NMpeTLPIEIN HACKOPO XUPYPryuiHa onepaLus 3a MOCTABAHE HA MEXAHHYHA ChpACUHA Knana (T.€. B
PAMKHUTE Ha HACTOALIATA UM XOCIMHTAIM3aLUNUA), KAKTO H NPH NALUEHTH, NPEThPIENH Onepaliig 3a
MOCTaBIHE HA MEXaHUWYHA Cbp/AeUHA KJlana npeay nosede ot Tpu Meceua. [loseue TpomboeMOONIHYHK
CHOUTHA (OCHOBHO HHCYJITH H CUMITTOMHW/ACUMITOMHH TPOMOO3H Ha NMPOTE3HPAHUTE Klanu) H
rnoeeye cbOMTHUA HAa KbpPBEHE ¢a Ha0noAaBaHH NpH AA0HMIraTpaH €TEKCHNAT B CPaBHEHHE ¢ BapdapHH.
[1py nauMeHTHTE B paHHHUA NOCTONEPATHBEH NEPHO, MONIKMOTO KbPBEHE CE € NMPOABABANO OCHOBHO
KaTO XeMOparuucH nepHKapaeH HINMUB, NO-CNELUMAIHO NMPH NALUEHTH, 3aMOYHAIH MPHEM Ha
nadburarpaH eTeKCHIaT CKopo (Ha 3-THs ACH) cned XMPYPruvHaTa onepauus 3a CMsSHa HA ChPACYHA
knana (Bx. Touka 4.3).

IleQuampuuna nonynayus

Kaunuunu npoyusanus npu npeeenyunama na BTEC cred npomesupare Ha 2oiemu cmasu
IIpesenyun Ha MO3bYEH UHCYIM U CucmemMen eMboau3IbM npu eb3pacmuu nayuenmu ¢ HKIIM ¢ eoun
Wil nogeye PUCKoGU paxmopu

ErponeiickaTa areHuys no A¢KapcTeaTa 0CBOO0XK1aBa OT 3aAb/HKEHHETO 32 NPEeAOCTABAHE Ha
pe3yJITaTHTe OT MPOYYBAHHATA C pepEPEHTHHA IEKAPCTBEH NPOAYKT, ChAbprKaLl qaburarpaH
ETEKCHJIAT BbB BCHUKH TNOArPYNH HA NEAHATPHUHATA NOMyNAUHXA 334 NOKA3AHHETO MLPBHYHA

npeseHUHA HA BTEC npu nauyueHTH, XouTO ca OMIIY NOMJIOKEHH Ha ITAHOBO USUIOCTHO NPO 'igdpaﬁ

-

=
. H'I- :I-'_lr

N
Ha Tazo0eApeHa CTaBa WM LAJOCTHO NPOTE3HPAHE HAa KOMSHHA CTaBa M NOKA3aHHETO Npes ﬁl:gl?-i-l&{
— :"'
MO3bYEH HHCYT M CHCTEMEH eMBonu3bm npH nanueHTy ¢ HKIIM (Bx. Touka 4.2 3a uHg gaiug"ﬁ” &

OTHOCHO ynoTpeOa B neanarpuaTa). = Ln

]
-

\'\\ A
N\ Z,




Heuenue na BTEC u npesenyus na peyuousupawu BTEC npu neduampunrnu nayuenmu

[TpoyusaHero DIVERSITY e nposeaexo, 3a na AeMOHCTpHpa edrKacHOCTTa ¥ H€30nacHoCTTa Ha
aaburarpaH eTeKCUIaT B CpaBHEHHE CbC CTaHAApTHO JieHeHHe (standard of care, SOC) na BTEC nipwu
neJMaTpH4YHM NMALUEHTH OT paxkaaHeTo Ao noa 18-roauiuna sw3pact. Cnopea Au3aiiHa Npoy4YBaHETO €
OTKPHTO, PAHAOMHU3HPAHO MPOYUBRAHE C NAPAJIENHA IPYNH 32 JOKAZBAHE HA HE MO-MANKA e(DUKACHOCT.
BratoueHHTE 33 y4acTHE NALUEHTH ¢a PAHAOMH3WPaHHU B CbOTHOLIEHKE 2:1 Aa nomyyaBart chobpazeHa
C Bb3pACTTa NeKapcTBeHa dopma (Kancynu, 0OBUTH rpaHyJ/IH WM NepopaiieH pa3TBop) Ha naburatpax
eTekcunar (C A03M, aaanTHpaHH COped Bb3pacTTa U TENeCHOTO Teryio) unu SOC ¢ HUCKOMOAEKYTHU
xenapuHu (HMX) unu anraronucryt Ha sutaMui K (ABK), nnu ponaganapunyxe (1 naumenr Ha 12
roauHu). [TepBryHaTa KpaiHa TOUKA € ChCTaBHA KPaHHa TOUYKA OT NAUMEHTH C IMBJIHO pa3TBapsHE Ha
TpombDa, ¢ iunca Ha peunausupauio BTEC u ¢ iunca Ha embpTHOCT, CBbp3aHa ¢ BTEC. Kpurepuure
32 M3KTIOYBAHE BKJIIOUBAT AKTHBEH MEHUHIHT, eHuedanuT U BbTpeuepeneH adcuec.

O06wwo 267 nauueHTd ca paHaoMusHpadd. Ot Tax 176 nauMeHTH ca ieKyBaHHd ¢ JaburarpaH eTekcHnar,
a 90 nauuenTn ¢ SOC (1 paHaoMH3MpaH NaLUeHT He € JieKyBaH). 168 nauvenTn ca Ha 12 go nop 18
roMHy, 64 nauueHTy ca Ha 2 1o nod 12 roguHm, a 35 nanueHTH ¢a noa 2-roA1iiHa Bb3pPacT.

Ot panaomusupanute 267 nauneHty 81 nauneHTu (45,8%) B rpynara Ha naburaTtpad erekcunar 1 38
nmauHeHTH (42,2%) B rpynata Ha SOC oTrosapaT Ha KPHTEPUUTE 3a ChCTAaBHATA MbPBHYHA KpaiHa
TO4Ka (MbJIHO H3YUCTBAHE Ha TpoMOa, nunca Ha peunansupaul BTEC v nunca Ha cMbpTHOCT,
cebp3aHa ¢ BTEC). CboTBeTHaTa pasziivka B 4eCTOTaTa NOKa3Ba HE NO-Majlka epPHKACHOCT Ha
naburarpaH erekcunar B cpaBHeHUe ¢ SOC. ChBMeCTUMY pe3yaTaTH KaTto Usno ca Habno1aBaHH U B
NOArpyNHTE. HAMA 3HAUYMTENHH pa3iHyMa B edeKTa OT JIeHEHHETO 3a NOArpYNHUTE NO BL3pacT, Nnon,
reorpadicka o0nacT M HANU4YKHE HA ONPEAENEHH PHCKOBH (baKTOpH. 3a 3-Te palTHUYHH Bb3pacTOBH
CTPaTH CLOTHOLLEHUETO HA MALMEHTHTE, NOCTUrHAIA MBPBUYHATA KpaHHa TOYKA 32 €(DUKACHOCT B
rpynuTe ¢hOTBETHO Ha Jaburatpan etexcunar U SOC, e 13/22 (59,1%) v 7/13 (53,8%) npwu
NalMEHTHTE HA Bb3PACT OT parkAaHeTo 00 <2 roavHu, 21/43 (48,8%) n 12/21 (57,1%) npu nauMeHTHTE
Ha Bb3pacT 2 40 <12 roannu u 47/112 (42,0%) u 19/56 (33,9%) npu nauuentuTe Ha Bb3pacT 12 no
<18 roannu.

[TorBbpaeHU CHOMTHA HA FOJAMO KbpBEHE ca cbobuieHu 3a 4 nauuenTu (2,3%) B rpynara Ha
naburarpaH erekcunar v 2 nauueHtH (2,2%) B rpynara va SOC. Hsama ctatucTHuecky 3Ha4MMAa
pPa3MKa BbB BPEMETO A0 [0SBA Ha MbPBO CHOUTHE Ha MOIAMO KbPBEHE, TpHUOECCET U OCEM MAUMEHTH
(21,6%) B rpynara Ha naburarpaH eTekcunar v 22 nauueHTy (24,4%) B rpynara Ha SOC umar
NOTBbPAEHO CbOUTHE HAa KbPBEHE, KaTO MPH MOBEYETO OT TAX TO € KATErOPU3IUPAHO KATO
HezHauuTenHo. KoMOWHHMpaHaTa kpafiHa Touka Ha nOTBBPACHO CHOUTHE HA ronaMo KbpeeHe (CHK)
WK KJIMHHYHO 3Ha4HMO Heroaamo (K3HK) kbpeeHe (Korato nalMeHTUTE ca Ha JIe4YeHHe) ca
cboOuIeH! 3a 6 (3,4%) nauMeHTH B rpynarta Ha aaburarpaH etekcunat M 3 (3,3%) nauveHTH B rpynara

Ha SOC.

EaHo OTKPHTO, MPOCNEKTUBHO, KOXOPTHO, MHOIOLICHTPOBO NMpoyYBaHe 3a 6e3onacHocT dasa Il ¢ eano
pamo (1160.108) e npoeeaeHo 3a ouerxa Ha 6e30NaCHOCTTa Ha NabUraTpaH eTeKCWIaT NPy NPeBEHLIUA
Ha peuuausrpau] BTEC npy neaMatpuuHH naunMeHTH OT paXKaaHeTo a0 noa 18-roaMwHa Bb3pacr.
[TaLMeHTH, KOMTO €a C€ HYXKA€ENH OT MO-HATATbIUHO AHTHKOAlrYJJAHTHO JICUEHHE NOPaad HATHYHE Ha
KIHHHYEH pUCKOB (GaKTOp Clie] 3aBbpUIBAHE HA HAYATHOTO JeveHue 3a noTebpacH BTEC (3a Haii-
MaJiko 3 Meceua) WiM cnel 3asbpluBaHe Ha npoyubadHeTo DIVERSITY, ca BkioueHn B NpOyUBaHETO.
[ToaxonALKTE 32 BKJIKOYBAHE MALMEHTH €a MOJYyY4aBany aJanTHpaHU cnopea Bb3pacTra M TeNeCHOTO
TErA0 J03U OT cboOpa3eHa ¢ Bb3pacTTa NEKapPCTBEHA (opMa (Kancynu, OOBMTH rpaHyIu UIH
fepopaneH pa3TBop) Ha AadburaTrpaH €TEKCHIAT 40 SIMMHHHPAHE Ha KIIMHUYHUA PUCKOB (GaKTOp WIH
00 MakcuMyM 12 meceua. [TbpBuyHHTE KpailHU TOUKHK Ha nMpoyusaHeTo ca peuuaus Ha BTEC, cubutus
Ha TOMAMO MK HE3HAYMUTENTHO KbPBEHE U CMBPTHOCT (00WAa U BbB BPb3KA ¢ TPOMDOTHUHH MK
TpoMOoeMO0NHYHH cHOHTHA) HA 6 1 12 Meceua. M3xoanTe OT cLOUTHATA Ca NOTBBLPAEHH OT
He3aBUCHMA, 3aC/IENEHa KOMHUCHA 3a OLICHKA. G




nepuoaa Ha neueHue 3 nauneHTH (1,4%) ca pa3suny NOTBLPAECH OT KOMHCHATA peuavB Ha BTEC B
paMKuTe Ha MbpBUTE |2 Meceua cnen 3anoysaHe Ha NedeHHeTo. [loTBbpaeHH OT KOMHCHATA CHOHTHA
Ha KbPBEHE MO BPEME HA MEPUOA HA JICUEHHE ca cboOLLeHH 3a 48 nauueHT (22,5%) B paMKHTE Ha
nbpsuTe 12 meceua. [losevero cbOMTHA Ha KbPBEHE ca HE3HAUKWTEHH, [1pu 3 nauuentu (1,4%) uma
MOTBbPAEHO OT KOMHCHATA CbOMTHE HA rojAMO KbPBEHE B paMKUTE Ha mbpBUTE 12 mMeceua. [1pn 3
naudeHTH (1,4%) uma noTebpacHO OT KOMUCHATA CHOUTHE HAa CRNM KbpBeHE B paMKUTE Ha [TbpBHUTE
12 meceua. Hama cMBpTHM Cliyyan Nno BpeMe Ha nepuoaa Ha JieueHue. [1o speme Ha nepuoja Ha
neveHune 3 naumeHTH (1,4%) ca pa3sunu nocrrpoMOoTHyeH cHHApOM (post-thrombotic syndrome, PTS)
WK ¢4 UMM BiiollaeaHe Ha PTS B pamkure Ha nbpBUTE 12 Meceua.

5.2 PapMakoKHHEeTHYHH cBOHCTBA

Cnen nepopaiHO NpHUIOKEHHE JaburaTpaH eTekcuiat Obp30 M HalTLJIHO CE APEBpbLIA B AA0HUraTpaH,
KOMTO € akTHBHaTa opMa B fiasmara. PazuenBaHeTo Ha MpeAneKapCeTBOTO NaOUraTpaH €TeKCUIar
ype3 KaTajl3upaHa OT ecTepasa XUAponau3a 10 aKkTHBHOTO BEWMECTBO aaburarpaH € npeobnragapauiarta
mMeTtabonuTHa peakuus. AGconoTHaTa OMOHAIMUHOCT HA 1adUraTpaH ciel nNepopantHo NPHIIOKEHHUE HA
naburarpaH erekcwiar € npHdaAU3UTENHO 6,5%.

Cnen nepopanHo NpHIOKEHHE Ha nadKraTpaH eTEKCWIAT NpH 34paBH JOOPOBOILY,
(apMakOKHHETHUHHUSAT Npodun Ha Aaburarpan B rnyiazMara ce Xapakrtepmusupa ¢ Obp30 HapacTBaHE Ha
Ia3MEHUTE KOHLEHTPAUKH ¢ nocTturaHe Ha C,,, B paMkuTe Ha 0,5 1 2,0 waca cnea npunoKeHHUETO.

AbcopOuus

[IpoyuBaHe, OLICHABALLIO NOCTONEpaTUBHaTa abcopOuma Ha naburarpan erekcunar [-3 yaca cnen
onepauma, IEMOHCTPHpa OTHOCUTETHO DaBHa abcopbuud B cpaBHeHHe ¢ Ta3W NPU 3ApaBy JoOpoBONLMK,
NoKasBaiku naaeeH npodnn Ha rMIa3MEeHaTa KOHLUEHTPALHUA BbB BpeMeETO 0e3 BHCOKH NMHKOBH
M1a3MEHH KOHUEHTpauuH. [IMKoBH riasmMeHn KOHLUSHTPALHH ce AOCTHrarT 6 yaca ciiel NPUIoKEHHETO
B IOCTONEPATUBHHUA NEPUOA NOpaau fonpuHacauly ¢akropy, kato Hanpumep aHectesns, CY napesa
XUPYPruyHu ePeKTH, HE3aBUCHMO OT MepopanHara jnekaperseHa ¢popma. Jpyro npoyusaHe
AEMOHCTPUPA, 4e DaBHa H 3aKbCcHABALLA abcopOuns 0OMKHOBEHO ce Habmonasa caMoO B ACHA Ha
onepauuaTta. Ha cnenpawmre gHn abcopOumara Ha paburarpaH € Obp3a U MUKOBH TUTA3MCHH
KOHLEHTPaLMH c€ AOCTUraT 2 yaca C/IEd NPHIOKEHHE HA NEKapPCTBEHHUS MIPOAYKT.

XpaHara He NoRaUABa OHOHANHMYHOCTTA Ha AadUraTpaH €TeKCHIAT, HO 3a0aBs BPEMETO 10 NHKOBUTE
niasMeHd KOHLIEHTpALMY ¢ 2 yaca.

Caax H AUC ca nponopuHoHaiHyY Ha 403aTa.

BuoHannuHocTTa Cniea nepopanHe NPUAOKEHHE MOXKE Aa C€ NMOBHILM CbC 75% cnel NpUNIoKeHHe Ha
eAWHHUYHA 1033 U ¢ 37% B CTAUMOHAPHO CBCTOAHKE, B CpaBHEHUE ¢ pedepeHTHATA KancynHa Gpopma,
KOraTo nejerute ce npydeMar 6e3 kancynara ot xunpomenoza (HPMC). Caenosartenno LiesiocTra Ha
kancynute or HPMC BuHaru tpabea na ¢ 3anazena npu xiMHH4Ha ynotpeda, 3a aa ce usberue
HEYMHLUNIEHOTO MOBHINABAHE HA OMOHATUYHOCTTA Ha naburaTpaH eTeKcHnar (Bx. Touka 4.2).

Pasnpeaeneuue

Habmonaga ce cnabo (34-35%), He3aBUCHMO OT KOHLIEHTPAaUHATA CBbP3BaHE Ha aaburaTpaH ¢
JYOBELUIKHTE MJ1a3MeHH nporeuHd. Ob6eMbT Ha pasnpeaeneHue Ha naburarpan ot 60-70 | npepuiuasa
obuius 0deM Ha TelleCHUTE TEeUHOCTH, KOETO 03Ha4aBa, ue JadburaTpaH UMa yMepeHO ThbKaHHO
pasnpeaeneHue.

buoTrpaHchopmauns

MeTabonu3MbT U eKCKpeumaTa Ha AaburaTpaH ca Npoy4YeHHd NpH 3paBH MbXKE 100pOB
eAXMHHYHA HHTpaBeHO3Ha 103a aaburarpan, 6enslzal ¢ paaguoakTueeH w3oron. Cnea UH




Nno3a NPOM3X0XKAALUATA OT AabUraTpaH paIroakTUBHOCT CE €IMMHHHUPA rNaBHo ¢ ypuHaTta (85%).
(bekanHaTa ekckpeuusa otrosapa Ha 6% ot npunoxeHara fo3a. /o 168 yaca cnen npuioxeHye Ha
no3ata ob1aTa paaMoakTHBHOCT ¢€ Bb3CTaHOBABA B paMKHTE Ha 88-94% oT npunoxkeHnara ao3a.
aburarpaH ce noinara Ha KOHIOraLKs, Npy Koeto ce oOpa3ysaT papMakoJIOrH4HO AKTUBHH
aLIrMOKypoHHad. ChIUECTBYBAT YETHPU NO3ULIMOHHH H3oMmepa, 1-0, 2-0, 3-0, 4-0O-
aLWIrMIOKYPOHH, BCEKK OT KOMTO CheTapndsa no-mManko ot 0% ot obutoro konnyecTeo naburarpau
B nnasMarta. Crneav oT Apyru MeTabONIMUTH Ce YCTAHOBABAT CaMO ¢ BUCOKOUYYBCTBUTENHH aHANUTHUHH
MeToAH. JlaburarpaH ce eTMMUHHUPA FMAaBHO B HEMPOMEHEH BUA C YpHHATA ¢ NpHOIU3UTENHA CKOPOCT
100 ml/min, ¢LOTBETCTBALLA HA CKOPOCTTA Ha MIOMEPYJIHa PUIITpaLMA.

EnuMuHupaHe

[1nasMeHHTE KOHLUEHTPaUWU Ha AaburaTtpaH nokaspaTt OMEKCMOHEHUMANICH CTal ChC CPeacH
TEPMHHAIEH noayxueoT | | yaca npu 3apaBH HHAMBUAK B cTap4ecka Bb3pacT. Ciea MHOMOKpaTHO
npuiarade ce Habnoaaga TepMUHANEH NOMY>KHBOT okono 12-14 yaca. [1o1y:KHBOTBT € HE3aBUCHM OT
nosara. [1ony>XMBOTBT € yabmkeH, ako 6bOpeuHaTa GyHKLHA € HApYUIEHa, KAKTO € MOKA3aHO B
Tabnuua 30.

CneuranHy nonynauuu

bvbpeuna nedocmamvynocm

B npoyusanusa da3sa [ excnozuumara (AUC) Ha paburarpaH cieq nepopanHo NPUIOKEHHE Ha
nadurarpaH e NpuOIN3MTENHO 2,7 IMLTHU NO-BUCOKA NPH Bb3pacTHU 100poBONLM ¢ yMepeHa 6b0peuHa
HegocTaTbuyHOCT (CrCL mexxay 30 u 50 ml/min), oTkonkoTo npu Te3u 6e3 6b0peyHa HeAOCTATHYHOCT.

ITpu manbk Opoii Bb3pacTHU A00poBOILM ¢ TeXKa ObOpeuHa HeaocTaTeuHOCT (CrCL 10-30 ml/min),
excrosnukaTa (AUC) Ha naburatpaH € npuOAU3UTENHO 6 TbTH MO-BHCOKA, A NOJYKUBOTBT
NpUOIH3UTENHO 2 MbTH NO-ABLIBr OT HaboaaBaHUTE B NorTyaauys 6e3 6b0peuna HeroCTaTLUHOCT

(Bx. Toukn 4.2, 4.3 n 4.4).

Taoauna 30: [Toaxyxnsor 8a ofmaA 1a6UraTpal Npu 3ApaBH HHAHBHIH H HHIAHBHIM C
rapymiena 0n0peuna pynkuns.

CKOpOCT Ha rmoMepyJlapHaTa | CpeaeH reoMerpHuceH (gCV%; rpaHiuM) nony>KHeoOT o
¢untpauus (CrCL) [h]
(ml/min]
>80 - 13,4 (25,7%; 11,0-21,6) |
>50-<80 1 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0) D
<30 _ 27.2(15,3%; 21,6-35,0)

NonmbanuTenHo, ekcno3uumnaTa Ha paburarpasd (Hai-HUCKa U MUKOBA) € OLIEHEHA B €HO
NPOCNEKTUBHO, OTKPHUTO, PAHIOMHM3IHPAHO, PapMAKOKHHETHHHO NPOYUBAHE NPU NALMEHTH C HEKJIAMHO
npeacbpaHo mbxaeHe (HKIIM) ¢ Texxxo 6u6peuHo yspexaade (onpeaeneHo KaTo KpeaTHHHHOB
knupbHC [CrCl] 15-30 ml/min), nony4asawy sabMratpaH €TekCWiaT 75 mg ABa MbTH AHEBHO. To3u
PEXHM € IOBEN A0 Hali-HUCKA cpeHa reoMeTpuyHa KoHueHtpauus 155 ng/ml (gCV 76,9%), usmepena
HEMOCPEACTBEHO NPEAHM NPUIOKEHUETO HA CAeABALLATa 1033, U 20 NMUKOBA CPEAHA FEOMETPHUHA
xkoHueHrpauus 202 ng/mi (gCV 70,6%), namepena asa vaca cneq NpuiIoKEHHETO HA NoOcIeAHaTa A03a.

Ob6peuna nepocrareuHocT (TBH), 6e3 npeacbpaHo MbkaeHe. JJuannzara € npoBeaeHa C
700 ml/min auanuseH 0eOHT, NPOAB/KUTENHOCT YETHPH Haca H CKOPOCT Ha KPbBHHA TO

unu 350-390 ml/min. Tosa Boau A0 oTCTpaKsABaHe CHOTBETHO Ha 50% 10 60% oT KoHLEHTR 1} ?-
naburarpad. Konu4ecTBOTO Ha BEECTBOTO, OTCTPAHEHO YpeE3 ZHANN3A, € MPONopLUOHalIHE an oy _;,-:- ;’ ;-:
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CKOPOCTTA Ha KPbBHHA TOK, PH CKOPOCT Ha KpbBHUA TOK A0 300 ml/min. AHTUKOarynaHTHara
aKTHUBHOCT Ha JabuMraTpaH HaMansaBa ¢ HAMaNABaHE HA Ma3MeHUTe KoHUueHTpauuu n OK/D]J] spb3kara
He e 3acerHaTa OT npoueaypara.

Meauanata Ha CrCL 8 RE-LY e 68,4 ml/mn. [louru nonosuHara (45,8%) ot naunentwte B RE-LY
umar CrCL >50-<80 mi/min. [lauuenture ¢ OuOpeuHo yspexaane B ymepesa creneH (CrCL mMexay 30
# 50 ml/min) umar cpeao 2,29 nbTv U 1,81 nbTH MO-BHCOKA NIa3MeHa KOHLUEHTpAUMHA, ChOTBETHO
Npead M cIeA NPYEM Ha [o03aTa Ha JaburaTpaH, B cpaBHeHHe ¢ nmauuMeHTH 63 6B0OpeyuHo yBpexaaHe
(CrCL >80 ml/min).

Meaunanara Ha CrCl B npoyuBasero RE-COVER e 100,4 ml/min. I'lpu 21,7% ot nauneHTHTE € HMano
op6peunHo yspexaaHe B neka creneH {(CrCl >50-<80 mi/min) v npu 4,5% ot Tax — 666peuHo
yspexaade B yMepeHa crened (CrCl mexay 30 v 50 ml/min). [Naunentute c 6n0peuno yspexxaate B
NIEKa H YMEpeHa CTeneH ¢a UMaiH B CTRLUMOHAPHO ChCTOAHHE CHOTBETHO cpefHo 1,8 nbTH U 3,6 nbTH
MO-BHCOKH MIa3MEHH KOHLIEHTPALMYH NPEAY NPUWIOKEHHUE Ha 103aTa aaburaTpaH B CpaBHEHHUE ¢
naumeHTHTe ¢ CrCl >80 ml/min. Cxoquum ¢roiinoctu Ha Cr(Cl ca ycranosenn 8 RE-COVER 1.

Menauanata Ha CrCl B npoyusaHusta RE-MEDY u RE-SONATE e ¢horeeTHo 99,0 ml/min u
99,7 mli/min. flpu 22,9% u 22,5% oT nauuentvte cToitHocTHTE Ha CrCl ca >50-<80 mi/min, a npu
4,1% u 4,8% ot Tax CrCl e mexxay 30 u 50 mli/min B mpoyuBauusta RE-MEDY n RE-SONATE.

Hayuenmu 6 cmapuecka eb3pacm

Cneundyunu dapMakOKHHETHYHH NPOyU4BaHHA (a3a | NpH NaLKMEeHTH B CTapuecKa Bb3pacT NOKa3BaT
yBenauuenue ot 40 no 60% na AUC u noseue ot 25% Ha C,, B CpaBHEHHE C MJIAAH NALUHEHTH.
EdekTsT Ha Bb3pacTTa BbPXY €KCNO3ULHATA Ha AaduraTpaH € noTBbpAEH OT NpoyuyBaHeTo RE-LY ¢
0k010 31% ro-BHCOKO HHBO Ha Hafi-HUCKATa KOHLEHTPALIMA 33 HHAUBHIHU =75 roAuHU U ¢ okono 22%
NMO-HHCKO HHBO HA Hal-HUCKATa KOHUEHTPALMSA NPH HHAWBHAHK <65 roanHy B cpaBHEHHUE C HHAUBUAH
Mexay 65 1 75 roaunu (Bx. ToukH 4.2 H 4.4).

Yepruodpobro Hapywenue
He ce Habmonaa npomMsaHa B €eKCno3MuyaTa Ha aaburaTtpad npu 12 BL3pacTHU NALMEHTH ¢ YMEPEHa
yepHoapoOHa HeaoctaTbYHOCT (Child Pugh B) B cpasHenue ¢ 12 xonTponu (Bx. Touku 4.2 v 4.4).

Terecno meano

Hali-HHcKHTe KOHUEHTpauHK Ha naburarpan ca oxono 20% no-HHCKH NpH BB3PACTHH MALHEHTH C
TenecHo Terno >100 kg B cpaBHenue ¢ 50-100 kg. Muo3zuucrsoro (80,8%) or unauBuauTe ca B
kateropuaTa >50 kg u <100 kg, 6e3 ycraHOBeHa AcHa pa3iuKa (BXK. ToukH 4.2 1 4.4). [1pu pb3pacTHH

nauMeHTH ¢ TenecHo Terno <50 kg KTHHMYHUTE JaHHH Ca OrPAHHYEHH.

flon

Excno3uumsTa Ha akTHBHOTO BELISCTBO B MPOYYBAaHUATA 32 MbpBUUHA npeseHuus Ha BTEC e okono
40% no 50% no-BHCOKa NP NaUWEHTH OT XKEHCKH MNOJI, HO HE CE€ MPenopbyBa KOPEKLIUA HA 103AaTa.
[Ipu nauneHTHTE ¢ NPEACHPOHO MBKACHE, MALMEHTHTE OT JKEHCKH NoAa ca HMaiTH cpeaHo 30% no-
BUCOKH CTOMHOCTH Ha Hal-HHCKA M NOCT-4030Ba KOHUEHTpaunsa. He ce H3MCKBa KOpPEKLMA Ha no3aTa
(B>K. Touka 4.2).

Emnuvecku npousxoo
HaMa KIHHUYHO 3HAYMMH MEXIYETHUUECKH Pa3inyya MEeXKAY NauMeHTH OT €BpOoNeraHaTa paca,
MaLMEHTH ¢ adQpoO-aMEPHKAHCKH, NATHHO-AMEPUKAHCKH, AMOHCKH U KHTAHCKH NPOU3X0] Mo
OTHOLIEeHHE Ha papMaKOKWHETHKATa K papMaKkoAUHAMUKATA Ha Jaburarpan.

Heduampuuna nonyaayun
[Ipu nepopanHo NPUAOKEHUE HA NaOUraTpaH €TEKCUNAT, Criopell ONpeac/ieHUs B NPOTOKO
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ye CpeAHHTE reOMETPHYHH HAH-HUCKH excno3uuuH ca 53.9 ng/ml, 63,0 ng/ml u 99,1 ng/ml cvorBerHo
npy 0 ro <2-roauuiHy, 2 10 <12-roavwiny ¥ 12 go <18-roamiiuu neanarpuuny nauuentu ¢ BTEC.

DapMaKOKHHETHYHH B3aHMOAECHCTBHSA

In vitro npoy4uBaHUs 3a B3aMMOAEHCTBHATA HE MOKA3BAT HHXHOUPAHE WM MHAYLIMPAHE HA [NABHUTE
H30eH3UMH Ha uUTOXpoM P450. Toea ce noTebprKAaBa OT /7 Vivo NPOYyUBaHHUE ¢ YYaCTHETO Ha 31paBH
N0OPOBOLIK, KOWTO HE MOKA3BaT B3AUMOACHCTBHE MEXKIY TOBA JIEUEHUE U CACIHHTE aKTUBHH
gettiecTea: aTopBacTaTuH (CYP3A4), AMrokCHH (B3aMMOAEHCTBHE C TpaHcnopTHus P-gp) u
auknogeHak (CYP2C9).

5.3 IlpeakAHHAYHA NaRHH 32 §e30MacHOCT

HexsiviHHuHKTE 2aHHH HE NoKa3BaT 0co0eH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHLMOHATHHUTE
apMaKoIOrHuHK NMpoy4BaHu1s 3a 6€30MacHOCT, NPOYUYBaHHA 33 TOKCHYHOCT PH MHOTOKPAaTHO
NPHAAraHe U reHOTOKCUYHOCT.

ECI)EKTHTG, Hab10JaBaHH B NMnpoy4igaHHAaTa 3a TOKCHYHOCT IpH MHOTOKPATHO NpUHaraHe, CC Ab/XKAaT Ha
JACHJICHHA d)&pM&I{{}IIHHEMH'-{EH CPCKT HA ﬂﬂﬁHI‘ﬂT’paH.

EdekT BbpXy (epTHIMTETA NPH KEHCKH XXHBOTHH € HablioaaBaH noj gopMara Ha HamansBaHe Ha
6pOA HA HMILIAHTALMATE U MOBHIIABAHE HA MPeAUMILIAHTaLHOHHUTE 3arydu npu nosa 70 mg/kg (5-
KPATHOTO HHUBO HA MJ1a3MEHA €KCMO3ULMA Npu nauueHTH). [1py 103, KOUTO Ca TOKCHUHH 3@ MAHKHTE
(5- 1o 10-kpaTHOTO HUBO HA NN1a3MEHA €KCMO3UUMA NPH NALKEHTH), NTPY MUTLXOBE H 3aHLIK Ce
HabnonaBa HaManNABaHE Ha TEJECHOTO TENJIO H AKHU3HECMOCOOHOCTTA HA (PeTyca, 3aeAHO C MOBHILIABAHE
Ha (peTATHHTE BapHaLKH. B npeHaTanHUTE ¥ NOCTHATATHUTE NPOYyUYBaHHs € HabNMoAaBaHo
MOBHILABAHE HA (PETANTHATA CMBPTHOCT NPH 1034, KOUTO Ca TOKCHYHH 32 MaHKHTE (11033,
CbOTBETCTBAIUA Ha 4 MBLTH MO-BUCOKO HUBO HA INA3MEHA eXCNO3ULMA OT HabmoaaBaHOTO NpH

MaLUesTH).

B eano npoyusaHe 3a I0BEHWIHA TOKCHYHOCT MPH FL1BXOBE OT nopoaa Wistar CMbpTHOCTTa € CBbp32Ha
cbC CHOHTHSA Ha KbpBEHE NPH NOAOOHU HHBA HA EKCMO3KMLMA, MPU KOMTO € HabMIoAaBAHO KbpBEHE NPH
Bb3PAacTHHUTE XKUBOTHH. CUKTA Ce, Ye KAKTO NPH Bb3PACTHHUTE, TAKA H NPU MAAAKTE MIBXOBE
CMBPTHOCTTA € CBbP3aHa CbC 3acHieHaTa papMakonoruiyHa akTHBHOCT Ha JaburatpaH BbB BPb3Ka €
YNPDKHABAHETO HA MEXAHWYHH CWIH MO BpeMe Ha NPWIaraHeTo ¥ TPETHPaHETO. JJaHHHUTe OT
MPOYYBAHETO 3a HOBEHWIHA TOKCHYHOCT HE MOKA3BAT HUTO MOBHLLEHA YYBCTBHTEHOCT KbM TOKCHUYHH
MPOSABH, HUTO TOKCHYHOCT, CneurndHYHA 32 IOBEHHJTHH KHBOTHH.

JBArOCpOUHHTE TOKCHKONIONHYHH NMPOYUYBaHHA NPH M1bXOBE U MHULLIKHY HE NMOKa3BaT JaHHH 33
TYMOpOINeHeH NOoTeHUMan Ha naburarpad 10 MakcuManuu 2o3u 200 mg/ke.

JlaburarpaH, akTUBHATA 4acT OT AabHrarpaH eTeKCUIAT ME3MNAT, € YCTOHYKB B OKOJIHATA Cpeaa.

6. G®APMALIEBTHYHH JAHHH

6.1 CnHcbK HA NOMONIHUTE BelecTsa

KaflcyJIHO CHABLPHKHMO
BuHeHa KHCcenHHa

Xunpomesnosa
XHAPOKCHITPONMIILENYN03a
Tank

CneTaB Ha KancyJjaTa




Turasos auokcua (Ei71)
Hnuaurokapmun (E132)
KapareHaH

Kanues xnopua
Xunpomenosa

YepHo neyaTHO MAcTHIO
lllennak

XKenesen oxcua, uepen (E172)
Kanues Xxuapokcua

6.2 HecnBMeCTHMOCTH

Henpuwioxumo

6.3 Cpok 53 roaHocTt

3 roaMHH

6.4 Cnenua/iHH YCJIOBHS HA CLXPAHCHAE

baucrep
To3u nexapcTBeH NPOOYKT HE H3MCKBA CNEUMATHY TEMNEPATYPHH YCIOBHUA Ha ChXpaHEHHe.

,Hﬂ CE ChXpaHiABa B OpHIHHA/IHATA OMNAaKOBKa, 3a [1a CC NpCANna3H OT CBCTIIUMHA H BJAra.

OnakoBka
To3n nexapcTBEH NPOAYKT HE H3UCKBA CTIELIHANHH TEMNEPATYPHH YCIORHA Ha ChXPaHEHME.
Jla ce cbXpaHABa B OPMrHHAITHATA ONAKOBKA, 32 1a ce Npeana3y oT CBET/HHA U Biara.

CobxpaHaBaiTe OMAKOBKATA 3a KAlCyJIW [UTHTHO 3aTBOPEHA.

6.5 Bua H cbAbpKaHHE HA ONAKOBKATA

[lepdopupan OnMcTep ¢ eAMHHYHA 003M ¢ otaenaaulo ce donno OPA/AVPE+DES/AV/PE: 10x 1,
30x1,60x 1, 100 x 1 TRbpAa Kancyna win rpynoBy onakoBkH, Cbabprka 100 (2 onakosku ot

50 x 1) unu 180 (3 onakoBkH oT 60 X 1) TBBpAM KANCYNH, B KYTHA,

HDPE onakoBka ¢bc 3alUMTEHA OT ACLA NOJMMPONWICHOBA Kanauka: 60 TBLpIAU Kancynu wiu 3
ONaKkoBKH No 60 TBbpAK KANCYH, B KyTHA.

He BcHukM BHIOBE ONAaKOBKU MOrar Ja ObaaT MyCHaTH Ha rnasapa.
6.6 CnenrajJHH npeanazHn MepKH NPH H3XBBPJISHE H padoTa

Heu3non3panuaT nekapcTBeH NPOAYKT WIH OTNAABYHUTE MATEPHAIH OT HErO TPAOBa Aa C& H3XBLPAAT
B ChOTBETCTBHE C MECTHHUTE H3HCKBAHUA.

7. MPATEXATEJ/I HA PABPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje.ﬁka cesta 6, 8501 Novo mesto, CnoeHHs

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. No: 20230222




9. JATA HA ITbPBO PABPEIHNABAHE/INIOJHOBSIBAHE HA PASPEIIEHHUETO 3A

YIIOTPEBA

JlaTa Ha nbpBO pazpewasane: 04.12.2023
Jlata Ha noc/1IeAHO NOJHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

18 Anpun 2025

[ToapoOHa uHdopMauus 3a TO3M JIEKAPCTBEH NMPOAYKT € NMpeAocTaBeHa Ha yeOcaitta Ha U3mbiiHuTenHa

Arennus no Jlekapcteara (UAJI) http://www.bda.bg.



